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Risk Management Plan (RMP) version to be assessed as part ofthis application: 
RMP version number: 6.3 
Data lock point for this RMP: 17 September 2022 
Date of final sign off: 06 December 2022 
Rationale for submittingan updated RMP: 
Update Spikevax indication to include individuals 6 months of age and older. 


Update the indication and posology for Spikevax bivalent Original/Omicron BA.1 for use 
in individuals 6 years of age and older 


Updated indication for Spikevax bivalent Original/Omicron BA.4-5 for individuals 
12 years of age and older. 


Inclusion of the 0.10mg/mL dispersion for injection supplied as a multidose vial and 
associated strengths and posology. 


Add data for Spikevax booster dose for children 6 years to <12 years of age 


Update of clinical trial exposure data for mRNA-1273-P204 to include the use of 
pikevax in children 6 months to <2 years of age and 2 years to <6 years of age. 


Update clinical exposure for study mMRNA-1273-P204 (Booster dose Phase) as 25 ug 
pikevax booster vaccinein this study for children 6 years to < 12 years of age 


Update clinical exposure for study mRNA-1273-P203 (Part C) as 50 ug Spikevax booster 
accine in this study for adolescents 12 years to < 18 years of age 


pdate study milestonesand objectives for study mRNA-1273-P203 


U 
Update study milestones for study mRNA-1273-P9 10 

Remove completedstudy 20-0003 from the Pharmacovigilance Plan and update other 
relevant sections of the RMP 


Summary ofsignificant changesin this RMP: 


Compared to the previously approved Spikevax, Spikevax bivalent Original/Omicron BA.1 and 
Spikevax bivalent Original/Omicron BA.4-5 European Union (EU) RMP version 4.2, this RMP 
version 6.3 has been updated: 
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To add paediatric information for Spikevax related to the new indication for individuals 
6 months of age and older 


To update the indication and posology in the Products Overview for Spikevax bivalent 
Original/Omicron BA.1 for individuals 6 years of age and older 


To update the indication for Spikevax bivalent Original/OmicronBA.4-5 for individuals 
12 years of age and older 


To update the indication in the Epidemiology for Spikevax bivalent Original/Omicron 
BA.1 for use in individuals 6 years of age and older 


To update the indication in the Epidemiology for Spikevax bivalent Original/Omicron 
BA.4-5 for use in individuals 12 years of age and older 


To update the Epidemiology section with cumulativedata through 17 September 2022 
To update the clinical trial exposure data for mRNA-1273-P204 


To update Module SVII.2 to affirm nonew safety concerns identified from mRNA-1273- 
P204 


To update study milestones for studies mMRNA-1273-P203 and mRNA-1273-P910 
To update the Summary of Safety Report (SSR) information 
To add Spikevax booster data for children 6 years to <12 years of age 


To update clinical exposure for study mRNA-1273-P204 (Booster dose Phase) as 25 ug 
Spikevax booster vaccinein this study for children 6 years to < 12 years of age 


To update clinical exposure for study mRNA-1273-P203 (Part C) as 50 ug Spikevax 
booster vaccine in this study for adolescents 12 years to < 18 years of age 


To update Module SVII.2 to affirm no new safety concerns identified with Spikevax 
booster in children 6 years to <12 years of age and to refer to the extrapolation of data 
from adults to populations < 18 years to support the use of Spikevax bivalent 
Original/Omicron BA.1 in children 6 through 11 years 


To remove completed study 20-0003 from the Pharmacovigilance Plan and update other 
relevant sections of the RMP 


To update the indication in the Summary of the Risk Management Plan for Spikevax for 
individuals 6 months of age and older. 


To update the indication in the Summary of the Risk Management Plan for Spikevax 
bivalent Original/Omicron BA.1 for use in individuals 6 years of age and older. 


To update the indication in the Summary of the Risk Management Plan for Spikevax 
bivalent Original/Omicron BA.4-5 for use in individuals 12 years of age and older. 


RMP Module: Significant Changes: 


PartI ProductOverview Updated productdetails in relation to extension of 
indicationto individuals 6 months ofa ge andolder. 
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RMP Module: 


PartII Safety Specification 


Module SI Epidemiology of the indication(s) and 
targetpopulation(s) 


Module SII Non-clinical part of the safety 


specification 
Module SIII Clinical trial exposure 


Module SIV Populations not studied in clinical trials 


Module SV Post-authorisation experience 


Module SVI Additional EU requirements for the 
safety specification 


Module SVII Identified and potential risks 


Module SVIII Summary of the safetyconcerns 


Part II Pharmacovigilance plan 


Significant Changes: 


Updated indication and posology for Spikevaxbivalent 
Original/Omicron BA.1 forindividuals 6 years ofage 
and older 

Jpdated indication and posology for Spikevax bivalent 
Origina Omicron BA.4-5 for individuals 12 years of 
age and older. 

Updated product details to include the 0.10 mg/mL 
dispersion for injection supplied as a multidose vial and 
associated strengths and posology. 


Updated indication toinclude individuals 6 months of 
age and older. 

Updated indication for Spikevax bivalent 
Original/Omicron BA.1 forindividuals 6 years ofa ge 
and older. 

Jpdated indication for Spikevax bivalent 

Origina I/Omicron BA.4-5 for individuals 12 years of 
age and older. 

Updated with cumulative data through 17 September 
2022. 


No changes. 


Updated clinica Itria lex posure formRNA-1273-P203 
(Part C). 

Updated clinicaltria lexposure formRNA-1273-P204 
(Booster dose Phase). 

Upda tedm RNA-1273-P204 data. 

Updated DMID-20-0003 to a completed study 


Updated paediatric information. 


Module SVII.2 updated to affirm nonew safety 
concerns identified from mRNA-1273-P204. 
Module SVII.2 updated to affirm no new safety 
concerns identified with Spikevax booster in children 6 
years to < 12 years of age and to referto the 

extra polation of data from adults to populations < 18 
years to support the use of Spikevax bivalent 
Original/Omicron BA.1 in children6 through 1 1 years. 


Updated the Summary of SafetyReport (SSR) 
information. 

Updated study milestones forstudies mR NA-1273- 
P203,andmRNA-1273-P9 10. 

Removed completed study 20-0003. 


PartIV Plans for post-authorisation efficacystudies 


DocuSign Envelope ID: 5E4D486A-F887-40E4-82A6-85C021F 77851 
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RMP Module: Significant Changes: 
Part V Risk minimisation measures 


Part VI Summary ofthe risk management plan Updated indication for Spikevax to include individuals 
6 months of age and older. 

Updated the indication for Spikevax bivalent 
Original/Omicron BA.1 foruse in individuals 6 years 
of age andolder. 


Updated the indication for Spikevax bivalent 
Original/Omicron BA.4-5 forusein individuals 12 
years of age and older. 


Part VII Annexes Annex 2 — Updated mRNA-1273-P203 milestone and 
objectives as per Part IH update. 
Updated milestones formRNA-1273-P91 Qas per Part 
II update. 
Updated thestatus of 20-0003 from ongoing to 
completed. 
Annex 7 — Removed Vaccination Card and updated 
references. 
Annex 8 — Updated toreflect thechangesmadeto the 
RMP. 


Other RMP versions under evaluation: 


16 September 2022 EMEA/H/C/005791/11/0083/G 
6.1 


[60 | 28 September 2022 EMEA/H/C/005791/11/0085/G 
[61 | 16 November 2022 EMEA/H/C/005791/11/0083/G 


Details of the currently approved RMPs: 


Version number: 5.0 
Approved with procedure: EMEA/H/C/00579 1/R/0074 
Date of approval (opiniondate): 06 October 2022 


EU QPPV name’ : Marie-Pierre Caby-Tosi, EU QPPV 
EU QPPV signature: P P D 
06 December 2022 


' EU QPPV name will not be redacted in case of an access to documents request; see HMA/EMA Guidance document onthe identification of 
commercially confidential information and personal data within the structure of the marketing-authorisation application; available on EMA website 
http://www ema europa eu 
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QPPV oversight declaration: The content of this RMP has been reviewed and approved by 


the marketing authorisation applicant’s QPPV. The electronic signature is available on file. 
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LIST OF ABBREVIATIONS 


2019-nCoV 2019 novelcoronavius 
Antibody 


Adverse event 


Adverse event of specialinterest 
Adverse reaction 


Confidence interval 
romegalovins 
COVID-19 isease caused by the novel2019 coronavirus 


Corona viruses 
Clinica 1 Study Report 


1 ,2-distearoy]-sn-glycero-3-phosphocholine 
European Centrefor Disease Prevention and Control 
European Medicine Agency 


Neutra lizing antibody(ies) 
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NAP 
NPI 
PDI 
PL 


SAE 
Self-controlled risk interval 


World Hea Ith Organization 


Throughoutthe document, bothelasomeran and mRNA-1273 (only for clinica Itria Is titles) are usedto identify the 
product. 


Throughoutthe document, elasomeran/imelasomeranandm RNA-1 273.214 are used toidentify the bivalentvaccine 
Spikevax bivalent Origina l/Omicron BA.1. 


Throughoutthe document,elasomeran/davesomeran and mRNA-12 73.222 areusedto identify the bivalent vaccine 
Spikevax bivalent Origina l/Omicron BA.4-5. 


Throughout the document, Spikevax bivalentis used to identify the bivalent vaccine Spikevax bivalent 
Origina l//Omicron BA.1. 
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Part I: Products Overview 


Table 1: Product Overview 


Active substance(s) 
(INN or common 
name) 


Elasomeran, elasomeran/imelasomeran, and elasomeran/davesomeran 


Pharmacotherapeutic : ; f f 
f 07BX 
group(s) (ATC Code) Pharmacotherapeutic group: Vaccine, other viralvaccines (JO7B X03) 


Marketing 
Authorisation Holder 


Invented name(s) in 
the European 
Economic Area 
Marketing 
authorisation 
procedure 


Brief description of the 
product 


MODERNA BIOTECH SPAIN, S.L. 
Ca lle delPrincipe de Vergara 132 Plt 12 
Madrid 28002 


Spain 


Medicinal products to 2 
which this RMP refers 


Spikevax, Spikevax bivalent/ Origina /OmicronBA.1,and Spikevax bivalent 
Origina l/Omicron BA.4-5 


Centralised 


Chemical class 

The mRNA drugsubstance in Spikevax is chemically simila rto naturally-occurring 
mammalia n mRNA with the exception that the uridine nucleoside normally presentin 
mammalia n mRNA is fully repla ced with N-methyl-pseudouridine, a naturally- 
occurring pyrimidine base present in mammalian transfer RNAs (Rozenskiet al 1999; 
Karikó et al2005). This nucleoside is included in elasomeran Drug Substance in place 
of the normaluridine base to minimise the indiscriminate recognition of the elasomeran 
mRNA by pathogen-associated molecular pattern receptors (e.g., toll-like receptors) 
(Desmet and Ishii2021). The cap structureused in the mRNA is identical to the natural 
mammalian Cap 1 structure (Kozak 1991; Fechter and Brownlee 2005). 

Structure of mRNA 


Cap 5’UTR Coding region 3’ UTR PolyA tail 
Start Stop 


5 3 


Abbreviations: mRNA, messenger RNA; PolyA, polyadenylated; UTR, untranslated 
region. 

Summary of mode of action 

Spikevax encodes for theprefusion stabilized spike glycoprotein of SARS-CoV-2. After 
intramuscular (IM; deltoid) injection, cells at the injection site take up the lipid 
nanoparticle, effectively deliveringthe mRNA sequence into cells for translation into 
protein. The mRNA delivery system is based on the principle and observation that ce Is 
in vivo cantakeup mRNA, translate it, a nd express viral protein antigen(s) in the desired 
conformation. The delivered mRNA does not enter the cellular nucleus or interact with 
the genome, is nonreplicating, andis expressed transiently. The protein undergoes post- 
translational modification and trafficking resulting in properly folded, fully functional 
spike glycoprotein that is inserted into the cellular membrane ofthe expressingcell(s). 


ModernaTX, Inc. 


Page 14 


EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 
Origina l/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 


The spike glycoprotein is membrane bound, mimicking the presentation of natural 
infection. 

The expressed spike glycoprotein of SARS-CoV-2 is then recognized by immune ce Is 
asa foreign antigen, which elicits both T-cell and B-cell responses. The immune 
response to the spike glycoprotein results in functional antibody (Ab) and T-cell 
responses and in the generation of memory tmmunecell populations. 

A modified, variant-matched bivalent COVID-19 mRNA vaccine has been developed 
that contains equalamounts of two mRNAs that encode forthe Spike protein of the 
ancestral SARS-CoV-2 (Wuhan-Hu-1) and an antigenically divergent variant of concem 
(Omicron BA.1), each encapsulated into individual lipid nanoparticles, and co- 
formulatedintoa single drug product(Spikevax bivalent). After delivery, both mRNAs 
are delivered to cells in the body where the two distinct spike protomers, each of which 
represents one of the three components of the spike trimer, are expressed. After 
expression these spike protomers assemble into the spike trimer and bothhomotrimers 
as well heterotrimers (mixed protomers from the Wuhan spike and the Variant spike), 
form. 

The inclusion of both the original and the variant spikes in the vaccine are intendedto 
broaden immunity. Inclusion of the Wuhan spike allows reactivation and boosting of 
memory immune cell populations, increasing immunity thatwas previously present. In 
addition, inclusion of the variant spike, which has novel functional epitopes present 
primarily on the receptor binding domain (RBD) and the N-terminal domain (NTD), 
allows new naive immune populations to be engaged and new memory responses tobe 
elicited. This likely broadens immunity not only to the spike antigens delivered but 
likely a lso against a broader diversity of spike proteins. Furthermore, the formation of 
heterotrimers with spike protomers from both the Wuhan and Variantspikes results in 
spike trimers that are able to flex more significantly than homotrimers, resulting in more 
presentation of the receptor binding domain in an “open” or “up” conformation, versus 
the “closed” conformation seen predominantly in homotrimers. In the open 
conformation, key sites of neutralization not exposed when the spike is closed are 
available, providing the immune system with more functional sites with which to 
engage. 

Importantinformation aboutits composition 


Spikevax: 
The active substanceismRNAencodingthe prefusion stabilized spike glycoprotein of 
SARS-CoV-2 embedded in lipid nanoparticles (elasomeran) 


Spikevax bivalent Origina /OmicronBA.1: 

The active substances are mRNA encoding the prefusion stabilized spike glycoprotein 
of origina 1 SARS-CoV-2 embedded in lipid nanoparticles (elasomeran) and mRNA 
encoding theprefusion stabilized spike glycoprotein of SARS-CoV-2 Omicron varant 
(B.1.1.529) embedded in lipid nanoparticles Gmelasomeran). 


Spikevax bivalent Origina l/OmicronBA.4-5: 

The active substances are mRNA encoding theprefusion stabilised spike glycoproten 
of origina | SARS-CoV-2 embedded in lipid nanoparticles (elasomeran) and mRNA 
encoding the prefusion stabilised spike glycoprotein of SARS-CoV-2 Omicron lineages 
BA.4 and BA.5 (Omicron variants B.1.1.529.4 and B.1.1.529.5) embedded in lipid 
nanoparticles (davesomeran). 

The other ingredients are SM-102, cholesterol, 1,2-distearoyl-sn-glycero-3- 
phosphocholine (DSPC), 1,2-dimyristoyl-rac-glycero-3-methoxypolyethylene glycol 
2000 (PEG2000 DMG), trometamol, trometamol hydrochloride, acetic acid, sodum 
acetate, sucrose, water for injections. 


Hyperlink to the 
ProductInformation Module 1 
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Indication(s)inthe 
EEA 


Dosage inthe EEA 


Current: 


Spikevax is indicated foractiveimmunisation to prevent COVID-19 caused by SARS- 
CoV-2 in individuals 6 months of age and older. 

Spikevax bivalent Origina I/Omicron BA.1 is indica ted foractive immunisation to 
prevent COVID-19 caused by SARS-CoV-2 in individuals 12 years of age a nd older 
who have previously received at leasta primary vaccination course against COVID-19. 
Spikevax bivalent Original/Omicron BA.4-S is indica ted foractive immunisation to 
prevent COVID-19 caused by SARS-CoV-2 in individuals 12 years of age and older 
who have previously received at leasta primary vaccination course against COVID-19. 
Proposed: Spikevax bivalent Origina Omicron BA.1 is indica ted for active 
immunisation toprevent COVID-19 caused by SARS-CoV-2 in individuals 6 years of 
age and older who have previously received at least a primary vaccination course against 
COVID-19. 


Current: 

Spikevax 

Spikevax posology for primaryseries, a third dose in severely 
immunocompromised and booster doses 


Vaccination type | Age(s) | Dose | Recommendations | 


Spikevax Primary series Individuals | 2 (two) (0.5 It is recommended 
0.2 mg/L 12 years of | mL each, to administer the 
dispersion for age and containing!00 | second dose 28 
injection older micrograms days after the first 
dose 
Children 6 | 2 (two) doses 

through 11 | (0.25 mL each, 
years of containing 50 
age micrograms 

mRNA, which 

is half of the 

primary dose 

for individuals 

12 years and 

older) 
Individuals | 1 (one) dose of | A third dose may 
severely immune- 12 years of | 0.5 mL, be given at least 28 
compromised age and containing!00 | days after the 
individuals older micrograms second dose 

mRNA 


1 (one) dose of 


Third dose in 


Children 6 
through 11 | 0.25 mL 
years of containing 50 
age micrograms 

mRNA 
Individuals | 1 (one) dose of | Spikevax may be 
12 years of | 0.25 mL, used to boost 


Booster dose 


age and 
older 


containing 50 
micrograms 
mRNA 


individuals 12 
years of age and 
older who have 


received a primary 
series with 
Spikevax ora 
primary series 
comprised of 
another mRNA 
vaccine or 


adenoviral vector 
vaccine at least 3 
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months after 
completion of the 
primary series. 
Spikevax Primary series Children 6 | 2 (two) doses It is recommended 
0.1 mg/L years (0.5 mL each, to administer the 
dispersion for through 11 | containing 50 second dose 28 
injection years of micrograms days after the 
and Spikevax age mRNA each) first dose. 
50 Children 6 | 2 (two) doses 
micrograms months (0.25 mL each, 
dispersion for through 5 containing 
injection in years of 25 micrograms 
pre-filled age mRNA, which 
syringe* is half of 
the primary 
dose for 
children 6 
years 
through 11 
years of age). 
Third dose in Children 6 | 1 (one) dose of | A third dose may 
severely immuno- years 0.5 mL, be given at least 28 
compromised through 11 | containing 50 days after the 
individualst years of micrograms second dose. 
age mRNA 
Children 6 | 1 (one) dose of 
months 0.25 mL, 
through 5 containing 25 
years of micrograms 
age mRNA 
Booster dose Individuals | 1 (one) dose of | Spikevax may be 
12 years of} 0.5 mL, used to boost 
age and containing 50 individuals 12 
older micrograms years of age and 
mRNA older who have 
received a primary 
series with 
Spikevax ora 
primary series 
comprised of 
another mRNA 
vaccine or 
adenoviral vector 
vaccine at least 3 
months after 
completion of the 
primary series. 
**Do not use the pre-filled syringe to deliver a partial volume of 0.25 mL 
+For primary series for individuals 12 years of age and older, the 0.2 mg/mL strength vial 
should be used. 
tFor the third dose in severely immunocompromised patients 12 years of age and older, the 
0.2 mg/mL strength vial should be used. 


Spikevax bivalent Original/Omicron BA.1 

The dose of Spikevax bivalent Origina /Omicron BA.1 is 0.5 mL given 
intramuscularly. 

There should be an intervalof at least 3 months between administration of Spikevax 
bivalentOriginal/Omicron BA.1 andthe last prior doseof a COVID-19 vaccine. 
Spikevax bivalent Origina I/Omicron BA.1 is only indicatedforindividuals who have 
previously receivedat least a primary vaccination courseagainst COVID-19. 
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Pharmaceutical 
form(s)and strengths 


Spikevax bivalent OriginaYOmicron BA.4-5 

The dose of Spikevax bivalent Origina l/Omicron BA.4-5 is 0.5 mL given 
intramuscularly. 

There should be an intervalof at least 3 months between administration of Spikevax 
biva lent Origina I/Omicron BA.4-5 and the last priordose ofa COVID-19 vaccine. 
Spikevax bivalent Origina l/Omicron BA.4-5 is only indicated forindividuals who 
have previously receivedatleasta primary vaccination course against COVID-19. 


Proposed: 

Spikevax bivalent Original/Omicron BA.1 

12 years of age and older 

The dose of Spikevax bivalent Origina /Omicron BA.1 is 0.5 mL given 
intramuscularly. 


6 years through 11 years of age 

The dose of Spikevax bivalent Origina /Omicron BA.1 is 0.25 mL given 
intramuscularly. 

There should be anintervalof atleast 3 months betweenadmninistration of Spikevax 
bivalentOriginal/Omicron BA.1 andthe last prior doseof a COVID-19 vaccine. 
Spikevax bivalent Onginal/Omicron BA.1 is only indicatedforindividuals who have 
previously receivedat least a primary vaccination courseagainst COVID-19. 


Current: Dispersion for injection 
White to off white dispersion (pH 7.0 - 8.0). 


Qualitative at a composition by SAM ype of container 


Strength 


Spikevax Multidose vial | Maximum 10 One dose (0.5 mL) contains 


0.2 mg/mL (red flip-off doses of 0.5 mL 100 micrograms of elasomeran, a 
dispersion for | cap) each COVID-19 mRNA Vaccine 
injection (embedded in lipid nanoparticles). 


Maximum 20 One dose (0.25 mL) contains 
doses of 0.25 mL | 50 micrograms of elasomeran, a 
each COVID-19 mRNA Vaccine 
(embedded in lipid nanoparticles). 
Spikevax 0.1 mg/mL dispersion for injection and Spikevax 50 micrograms dispersion 
for injection in pre-filled syringe 
Spikevax Multidose vial | 5 doses of 0.5 mL | One dose (0.5 mL) contains 
0.1 mg/mL (blue flip-off each 50 micrograms of elasomeran, a 
dispersion for | cap) COVID-19 mRNA Vaccine 
injection (embedded in lipid nanoparticles). 
Multidose vial | Maximum 10 One dose (0.25 mL) contains 25 
(blue flip-off doses of 0.25mL | micrograms of elasomeran, a 
cap) each COVID-19mRNA Vaccine 
(embedded in lipid nanoparticles). 


Spikevax Pre-filled 1 dose of0.5mL | One dose (0.5 mL) contains 
50 syringe 50 micrograms of elasomeran, a 
micrograms For single-use COVID713 MRNA: Yagene 

: : (embedded in lipid nanoparticles). 
dispersion for only. 


injection in 
pre-filled 
syringe 
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Vaccine constructand 
the formulation 


Do notuse the 
pre-filled syringe 
to deliver a partial 
volume of 

0.25 mL. 


Spikevax bivalent Original/OmicronBA.1 qualitative and quantitative 
composition 


Strength Composition per dose 


Multidose 


2.5 mL vial 
(blue flip-off 


cap) 
Multidose 


5 mL vial (blue 
flip-off cap) 


Spikevax bivalent 
OriginaVOmicron 


BA.1 

(50 micrograms/50 
micrograms)/mL 
dispersion for injection 


One dose (0.5 mL) contains 
25 micrograms of 
elasomeran and 25 
micrograms of 
imelasomeran, a COVID-19 
mRNA Vaccine (embedded 
in lipid nanoparticles). 


5 doses of 
0.5 mL each 


10 doses of 
0.5 mL each 


Spikevax bivalent 
OriginaVOmicron 
BA.1 

25 micrograms/25 
micrograms dispersion 
for injection 


Multidose 
2.5 mL vial 
(blue flip-off 
cap) 


5 doses of 
0.5 mL each 


10 doses of 
0.5 mL each 


Multidose 


5 mL vial (blue 
flip-off cap) 


Spikevax bivalent 
OriginaVOmicron 


BA.1 25 micrograms/25 
micrograms dispersion 
for injection in pre-filled 
syringe 


Spikevax bivalent Original/Omicron BA.4-5 qualitative and quantitative 
composition 


Strength Composition per dose 


Spikevax bivalent Multidose 5 doses of One dose (0.5 mL) contains 
OriginaVOmicron 2.5 mL vial 0.5 mL each | 25 micrograms of 
BA.4-5 (blue flip-off elasomeran and 25 


(50 micrograms/50 cap) micrograms of 
A davesomeran, a COVID-19 
microgramsy/mL mRNA Vaccine (embedded 


dispersion for injection in lipid nanoparticles). 


Proposed: Not applicable 


Elasomeranis a single-stra nded, 5’-capped messenger RNA (mRNA) produced using a 

cell-free in vitro transcription from the corresponding DNA templates, encoding the 

viralspike (S) protein of SARS-CoV-2. 

Imelasomeran contains mRNA, 5’-capped, encodinga full-length, codon-optimised pre- 
fusion stabilised conformation variant (K983P and V984P)of the SARS-CoV-2 spike 
(S) glycoprotein (Omicron variant, B.1.1.529). 

Davesomeran contains mRNA encoding the pre-fusion stabilised S-protein of the 
SARS-CoV-2 Omicron variant linea ges BA.4 and BA.5 (Omicron BA.4-5). The S 
proteins ofthe SARS-CoV-2 Omicron variant linea ges BA.4 and BA.5 are identical. 

The other ingredients are SM-102 (heptadecan-9-yl 8- {(2-hydroxyethyl)[6-0x0-6- 
(undecyloxy)hexyllamino}octanoate), Cholesterol, 1,2-distearoyl-sn-glycero-3- 
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phosphocholine (DSPC), 1,2-Dimyristoyl-ra c-gly cero-3-methox ypolyethy lene glycol- 
2000 (PEG2000 DMG), Trometamol, Trometamol hydrochloride, Acetic acid, Sodium 
acetate trihydrate, Sucrose, and Water for injections. 


Is/will the productbe 
subject to additional 
monitoring in the EU? 
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Part II: Safety Specification 
Part: Module SI — Epidemiology of the Indication and Target Population 


Indication: Spikevax is indicated for active immunisation to prevent COVID-19 caused by 
SARS-CoV-2 in individuals 6 months of age and older. 


Spikevax bivalent Original/Omicron BA.1 is indicated for active immunisation to prevent 
COVID-19 caused by SARS-CoV-2 in individuals 6 years of age and older who have 
previously received at least a primary vaccination course against COVID-19. 


Spikevax bivalent Original/Omicron BA.4-5 is indicated for active immunisation to prevent 
COVID-19 caused by SARS-CoV-2, in individuals 12 years of age and older who have 
previously received at least a primary vaccination course against COVID-19, after primary 
COVID-19 immunisation. 


Coronaviruses (CoVs) area large family of viruses that cause illness ranging from the common 
cold to more severe diseases, such as Middle Eastrespiratory syndrome (MERS-CoV) and severe 
acute respiratory syndrome (SARS-CoV). 


An outbreak of the CoV disease (COVID-19) caused by the 2019 novel CoV (2019-nCoV, later 
designated SARS-CoV-2) began in Wuhan, Hubei Province, China in December 2019, and has 
spread globally (WHO 2020a and WHO 2020b). The World Health Organization (WHO) declared 
COVID-19 a pandemic on 11 March 2020; however, by that time, there was already widespread 
community transmission in many locations. As of 12 September 2022, over 609,254,000 
confirmed cases and 6,509,000deaths have been attributed to the COVID-19 pandemic globally 
(WHO 2021a). Widespread community transmission of SARS-CoV-2 has been reported in all 
WHO regions (WHO 2020a and 2020b). WHO has continued to track Variants of Concern (VOC): 
current circulating VOCs as of September 2022 are Omicron subvariants BA.1, BA.2, BA.3, BA4, 
BA.5, as wellas additional sublineages (WHO 2022). 


Incidence of COVID-19 in Europe 


Following the identification of SARS-CoV-2 and its global spread, large epidemics of COVID-19 
occurred in Europe. By mid-March 2020, the WHO European Region had become the epicentre 
of the pandemic, reporting over 40% of globally confirmed cases. As of 12 September 2022, 
32.1.% of global mortality from SARS-CoV-2 was from the European Region ( 
https://covid19.who.int/). 


Data collected by the European Centre for Disease Prevention and Control (ECDC) from 37 
countries indicated that among 37 countries or areas that reported data, 15, had case notification 
rates of at least 150 per 100 000 population in the week ending 17 September 2022. The 14-day 
case notification rate for the European Union/European Economic Area (EU/EEA) the end of week 
37 of 2022 (17 September 2022) was highest in Slovenia (1228.1/100,000), Latvia 
(739.0/100,000), Austria (729.7/100,000) and Liechtenstein (532.6/100,000). It was lowest in 
Norway (19.7/100,000), Malta (54.1/100,000), Spain (59.9/100,000) and Ireland (64.1/100,000) 
(ECDC 2021a). 
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At the same date (week ending 17 September 2022), the 14-day numberof COVID-19 deaths per 
1,000,000 persons was highest in Finland (27.1/1,000,000), Slovenia (26.5/1,000,000), Croatia 
(25.0/1,000,000), and Greece (22.8/1,000,000). The lowest 14-day number of COVID-19 deaths 
per 1,000,000 was in Liechtenstein (0.0/1,000,000), Iceland(0.0/1,000,000), , and Netherlands 
(1.4/1,000,000) (ECDC 202 1a). 


The below table presents key epidemiology indicators per country. 


Table 2: 14-Day Case and Death Notification Rates in the EU/EEA (Week ending 12 
September 2022) 


Country Case Rate Death Rate 
(14-day notificationper 100,000 (14-day notification per 
inhabitants) 100,000,000 inhabitants) 


FUER 50493 
729.7 
2113 
100.8 
390.7 
485.6 
256.1 
168.4 [a 
158.1 
281.1 
520.3 
502.1 
245.7 
1674 a o 
381.1 
739.0 
532.6 ae O O 
392.5 
403.0 

Netherlands 
151.9 
327.5 
131.2 
129.6 
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1228.1 ae 


Figure 1 displays the cases and deaths in the EU from March 2020to 12 September 2022 
(https://ourworldindata.org/covid-cases). 


Figure 1: COVID-19 Cases and Deaths in the EU per Million People, 7-Day Rolling 
Average 


Daily new confirmed COVID-19 cases & deaths per million people 
7-day rolling average. Limited testing and challenges in the attribution of cause of death means the cases and deaths counts may not be 
accurate. 
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Variants of concern (VOC) and Variants of interest (VOI) 


Since the outbreak of the COVID-19 caused by the 2019 novel CoV began in Wuhan, in December 
2019, the WHO proposed labels for global COVID-19 variants of concern (VOC) and variants of 
interest (VOI) (WHO 2022). 


The WHO current VOC are the Omicron subvariants. Delta was originally documented in October 
2020 in India and Omicron first documented in various countries in November 2021. There are 
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currently no circulating VOI listed by WHO (WHO 2022); however, the European Centre for 
Disease Prevention and Control lists BA.2.75 and BQ.1 as variants of interest 
(https:/(www.ecdc.europa.eu/en/covid-19/variants-concern). Among EU/EEA countries providing 
sequencing data for week 37 of 2022, the proportion of GISAID-defined variants of concem by 
country are presented in the figure below (Figure 2). During this period the predominate isolate 
identified was BA.5 ranging from 100% in Romania and Slovakia to 80.5% in Austria. BA4 
continued to be identified in all countries, with the highest proportion identified in Iceland at 
10.4%. . Notably, BA.2.75 was identified in most countries with the highest proportion reported 
in Austria at 13.4%. 


Figure 2: Proportion of GISAID-Defined Variants of Concern Among Selected 
EU/EEA Countries — Week Ending 17 September 2022 
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Age specific Case Notificationrates 


The case notification rate was significantly higher among elderly populations during the first 3 
months of the pandemic. However, this has shifted during the past several months, with younger 
age groups (<15 years and 15-24 years old) now having the highest case notification rate. This 
increase in notification rates in younger population groups can be explained by an increase in 
testing rates exacerbated by a relaxation of NPIs as older population groups achieve vaccination 
including booster doses (ECDC 202 1b). 
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Incidence Among Adolescents in the EU/EEA 


Country leveland pooled case-based data reported to The European Surveillance System (TESSy) 
by 16 countries in the EU/EEA indicate that case notification rates among adolescents have 
decreased since the BA.1 wave (17 September 2022) (ECDC 202 Ib). 


Data on the 14-day age-specific notification rate of new COVID-19 cases available as of week 6 
of 2022 (1.e., week ending 17 September 2022) is available per age group and country at TESSy 
(ECDC 2021c). For children and adolescents < 15 years-old rates, notificationrate was highest in 
Cyprus (2162.1/100,000), Slovenia(1678.8/100,000), | Latvia(692.8/100,000), Austria 
(584.8/100,000) and Greece (453.8/100,000). Among people aged 15-24 years the 14-day 
notification rate per 100,000 persons is currently highest in Cyprus (1553.2/100,000), Slovenia 
(1045.0/100,000), Latvia (8 11.9/100,000), Austria (6 13 .8/100,000) and Germany (518.1/100,000). 


Incidence of COVID-19 inthe US 


As of 15 September, 2022, the 7-day rollingaverage case rate in the US was 193.4/100,000, and 
the 7-day death rate was 1.4/100,000. 


Figure 3 below presents the trends in cases per 100,000 population by age group from 01 March 
2020 to 17 September 2022 (CDC 2021a). 


Figure 3: Cases by age group (per 100,000) from01 March2020 to 17 September 2022 in 
the US (CDC) 
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Figure 4 below presents the trends in deaths per 100,000 population by age group from 01 March 
2020 to 17 September 2022.The death rates are still higher in the elderly age groups compared to 
the younger age groups. 
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Figure 4: Deaths by age group (per 100,000) from01 March2020 to 17 September 2022 
in the US (CDC) 
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The estimated bi-weekly proportions (% total with 95% confidence intervals [CI]) of the most 
common SARS-CoV-2 lineages circulating in the US (from 9 September 2022 to 17 September 
2022) were 82.8% (95% CI: 81.7-84.0%) for B.5 (Omicron), 10.6% (95% CI: 9.6-11.7%) for 
BA.4.6, 2.5% (95% CI: 2.1-2.9%) for BA.4, and 1.9% (95% CI: 1.7-2.2%) for BF.7 (Omicron). . 
To note, variant proportions are adjusted using statistical weighting to correct for the non-random 
sampling of sequencing data over time and across states and to provide more representative 
national estimates. As of 17 September 2022, in the US, no SARS-CoV-2 variants are designated 
as VOI. 


Risk Factors for severe COVID-19 outcomes 
Age 


Age has been identified as an independent risk factor for severe COVID-19 disease outcome 
(Booth 2021). 


Medical condition 


According to the CDC, the following conditions were foundto have a significant association (with 
COVID-19 disease severity) in at least one meta-analysis or systematic review: cancer, 
cerebrovascular disease, chronic kidney disease, chronic obstructive pulmonary disease (COPD), 
diabetes, heart conditions (such as heart failure, coronary artery disease, or cardiomyopathies), 
smoking, obesity, pregnancy or recent pregnancy. The following conditions were found to have an 
association in cohort, case-control or cross sectional studies (including systematic review or 
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meta-analysis that represents one condition in a larger group of conditions): children with certain 
underlying conditions, Down syndrome, Human Immunodeficiency Virus (HIV), neurologic 
conditions, obesity, other lung diseases ((including interstitial lung disease, pulmonary fibrosis, 
pulmonary hypertension), sickle cell disease, solid organ of blood stem cell transplantation, 
substance use disorders and use of corticosteroids or other immunosuppressive medications (CDC 
2021b). Figure 5 presents select underlying medical conditions in individuals with COVID- 19 in 
the US from 01 March 2020 to 31 December 2021. 


Figure 5: Selected Underlying Medical Conditions (includes data from 01 March 2020 
to 31 December 2021) 
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Data pooled from 31 European countries and reported to The European Surveillance System 
(TESSy) have identified the following as COVID-19 vulnerable health conditions: (cardiac 
disorders (excludinghypertension), diabetes, cancer malignancy, chronic lungdisease (excluding 
asthma), current smoking, hypertension, neuromuscular disorder (chronic neurological), asthma, 
renal disease, obesity, liver disease, HIV (other immune deficiency), other endocrine disorders 
(excluding diabetes), haematological disorders, rheumatic diseases (including arthritis), 
tuberculosis, and asplenia (ECDC 2021a). 


Table 3 below presents distribution by severity across the risk groups. Severe cases correspond to 
hospitalisations that required intensive care and/or respiratory support. Mild refers to cases that 
have not been reported as hospitalised or deaths. 


Table 3: Distribution by Severity across risk groups in EU/EEA countries 
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In summary, 64.1% of fatalities were in populations with vulnerable preconditions, andonly 17.2% 
of reported mild cases were from populations with vulnerable preconditions. 
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Among all fatal cases, 75% had one of the listed pre-existing conditions. The most common was 
cardiac disorder (excluding hypertension) (29.4% of all fatalities) followed by diabetes (19.2% of 
all fatalities), and cancer malignancy (11.1% of all fatalities) with other preconditions accounting 
for 15% or less of the fatalities. Two thirds (67.8%) of allsevere hospitalisations were in patients 
with one of the listed pre-existing conditions. The most common were also cardiac disorder 
(excluding hypertension), diabetes and cancer (22.8%, 20.5% and 10.1% of all severe 
hospitalisations, respectively). A similar trend was observed among all hospitalised cases. 


Main Existing Treatment Options 


Global efforts to evaluate novel antivirals and therapeutic strategies to treat severe SARS-CoV-2 
infections have intensified and there is an urgent public health need forrapid development of novel 
prophylactic therapies, including vaccines to prevent the spread of this disease mainly of the new 
variants. 


As of October 2022, six vaccines have been authorized for COVID prevention in the European 
Union including: Comimaty® from Pfizer; Spikevax® previously COVID-19 Vaccine Modema; 
Vaxzevria® previously COVID-19 Vaccine Astrazeneca, Jcovden, previously COVID-19 Vaccine 
Janssen, Nuvaxovid® from Novavax, and COVID-19 Vaccine Valneva. In addition, there are four 
adapted vaccines authorized for use in the EU, including: Comirnaty Original/ Omicron BA.1® 
from Pfizer, Comirnaty Original/Omicron BA.4-5® from Pfizer; Spikevax bivalent 
Original/Omicron BA.1® from Moderna, and Spikevax bivalent Original/ Omicron BA.4-5® from 
Moderna. There are other additional vaccines currently under rolling review (Sputnik V [Gam- 
COVID-Vac] from Gamaleya Institute), COVID-19 Vaccine HIPRA (PHH-1V) (from HIPRA 
Human Health S.L.U.), and COVID-19 Vaccine (Vero Cell) Inactivated from Sinovac (EMA 
2021a). The cumulativeuptakeof vaccination among adults (>18 years-old) as of 37 week of 2022 
was 75.2% for at least one dose, 72.6% uptake of the primary course, and 53.8% uptake of first 
booster dose, and 6% uptake of second booster dose (ECDC 202 1d). 


In the US, two vaccines are approved (BLA): Comirnaty® from Pfizer (23 August 2021); and 
Spikevax® from Moderna (31 January 2022).Other vaccinesauthorized for emergency use include: 
Janssen COVID-19 vaccine, Novavax COVID-19 Vaccine Adjuvanted, Comirnaty Original/ 
Omicron BA.1® from Pfizer, Comirnaty Original/Omicron BA.4-5® from Pfizer; Spikevax 
bivalent Original/Omicron BA. 1 ® from Moderna, and Spikevax bivalent Original/Omicron BA.4- 
5® from Moderna. 


In addition, the following medicinal products have been authorized in the European Union: Kineret 
(anakinra), an immunosuppressive medicine; Paxlovid (ritonavir), a protease inhibitor; Regkirona 
(regdanvimab), a monoclonal antibody medicine; RoActemra (tocilizumab), interleukin-6 
inhibitor; Ronapreve (casirivimab/imdevimab), combination of two monoclonal antibodies; 
Veklury (remdesivir), an antiviral medication; Xevudy (sotrovimab), human neutralizing 
monoclonal antibody; and Evusheld (tixagevimab/ cilgavimab), combination of two recombinant 
human IgGl monoclonal antibodies . Additionally, the marketing authorisation for Olumiant® 
(baricitinib); an immunosuppressant and Lagevrio (molnupiravir); a medication that works by 
introducing errors into the SARS-CoV-2 virus’ genetic code are under marketing authorization 
evaluation by the EMA (EMA 2021). 


In the US, the following monoclonal antibodies were granted Emergency Use Authorizations 
(EUAs): Actemra® (Tocilizumab) since 24 June 2021, Sotrovimab since 26 May 2021, 
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Bamlanivimab/etesevimab since 09 February 2021 and REGN-COV2 (casirivimab/imdevimab) 
since 21 November 2020 (FDA 2021). The FDA has also approved the antiviral drug Veklury 
(remdesivir) for adults and certain paediatric patients with COVID-19. 


Natural History of COVID-19 in the Unvaccinated Population 


Current evidence suggests that SARS-CoV-2 is primarily transmitted via direct contact or person- 
to-person via respiratory droplets by coughing or sneezing from an infected individual (whether 
symptomatic or not). Airborne transmission may be possible during certain medical procedures 
and in indoor, crowded and poorly ventilated environments (WHO 2020c). Common symptoms of 
COVID-19 include fever and cough, and other symptoms can include shortness of breath or 
difficulty breathing, muscle aches, chills, sore throat, headache, and loss of taste or smell. The 
estimated incubation period for COVID-19 is up to 14 days from the time of exposure, with a 
median incubation period of 4 to 5 days. The spectrum of illness can range from asymptomatic 
infection to severe pneumonia with acute respiratory distresssyndrome (ARDS) and death. Among 
72,314 persons with COVID-19 in China, 81% of cases were reported to be mild (defined as no 
pneumonia or mild pneumonia), 14% were severe (defined as dyspnea, respiratory frequency 
> 30 breaths/min, SpO2 < 93%, PaO2/FiO2 < 300 mmHg, and/or lunginfiltrates > 50% within 24 
to 48 hours), and 5% were critical (defined as respiratory failure, septic shock, and/or multiple 
organ dysfunctionor failure) (Chowdhury 2020). The abnormalities seen in computed tomography 
of the chest also vary, but the most commonly observed are bilateral peripheral ground-glass 
opacities, with areas of consolidation developing later in the clinical course. Imaging may be 
normal early in infection and can be abnormal in the absence of symptoms. 


Common laboratory findings of COVID-19 includeleukopenia and lymphopenia. Other laboratory 
abnormalities have included elevated levels of aminotransferases, C-reactive protein, D-dimer, 
ferritin, and lactate dehydrogenase. While COVID-19 is primarily a pulmonary disease, emerging 
data suggest that it also leads to cardiac, dermatologic, hematological, hepatic, neurological, renal, 
and other complications. Thromboembolic events also occur in patients with COVID-19, with the 
highestrisk in critically ill patients. The long-term sequelae of COVID-19 survivors are currently 
unknown (NIH 2020). SARS-CoV-2 has also been associated with a potentially severe 
multisystem inflammatory syndrome (MIS) in children (NIH 2020). 


The understanding of immunity against SARS-CoV-2 is still incomplete. Binding antibodies (bAb 
and neutralizing antibodies (nAb) to SARS-CoV-2 have been shown to develop in most individuals 
between day 10 and day 21 after infection (Ni 2020; Seydoux 2020; To 2020). Reviews of the 
published literature indicate that most patients develop IgG seropositivity and nAb following 
primary infection with SARS-CoV-2 in > 91% and >90% of cases, respectively. T-cell responses 
against the SARS-CoV-2 spike protein have been characterised and correlate well with 
immunoglobulin (Ig) G and IgA Ab titres in COVID-19 patients, which has important implications 
for vaccine design and long-term immune response (Braun 2020; Grifoni 2020; Weiskopf 2020). 
Various studies indicate that most patients mount an immune response followinga SARS-CoV-2 
infection, but that this immunity may wane over time. More recent studies found that antibody 
titres peak between 3 to 4 weeks after infection and remain relatively stable up to 4 months after 
infection (Gudbjartsson 2020). Neutralizing activity also starts to decline after 1 to 3 months from 
symptom onset, as recently reported in a series of longitudinal studies on convalescent patients 
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(Baden 2021; Beaudoin-Bussiéres 2020; Long 2020; Perreault 2020; Prévost 2020). The longevity 
of the Ab response to SARS-CoV-2 is still to be determined, but itis known that Ab levels to other 
CoVs wane over time (range: 12 to 52 weeks from the onset of symptoms) and homologous 
reinfections have been documented (Wu 2007; Kellam 2020). Longitudinal studies will provide 
an opportunity to monitor in more detail the progression of immunity over time. 


Unlike adults, mostadolescents with COVID-19 have mild symptoms and very low risk of death. 
However, some adolescents develop significant respiratory disease and need hospital admission. 
According to peer reviewed studies, one-third of the hospitalised paediatric patients with COVID- 
19 experience severe disease, which is often associated with underlying chronic conditions. Most 
common chronic conditions associated with hospitalised adolescents are diabetes, gastrointestinal, 
neurological, cardiac, and pulmonary diseases, specifically asthma and obesity, butsome of these 
conditions may notbe necessarily causally associated with COVID-19. Notably, critical illness is 
associated with increasing age of adolescents. 


A very small subset of children experienced a paediatric inflammatory multisystem syndrome 
temporally associated with SARS-CoV-2 (PIMS-TS), also referred to as Multisystem 
inflammatory syndrome in children (MIS-C), appearing 4-6 weeks after mild COVID-19 infection. 
The condition shares features with other paediatric inflammatory syndromes such as Kawasaki 
disease, toxic shock syndrome, and macrophage activation syndrome. Post-acute sequelae of 
SARS-CoV-2 are characterised by persistent symptoms such as fatigue, dyspnoea, chest pain, 
cognitive impairment, and sleeping disturbances that last up to several months after infection. 
However, the exact burden of COVID-19 and its long-term consequences in the paediatric 
population is still to be determined and is a priority for further research (ECDC 2021e). 
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PartII: Module SII — Nonclinical Part of the Safety Specification 


Table 4 summarises the key nonclinical findings and their relevance to safety in humans. In 
summary, the nonclinical package, which consisted of both studies performed with elasomeran 
and with mRNA vaccines formulated in the same SM-102 lipid nanoparticle (LNP) vaccine matrix 
to support elasomeran use in human, shows no important identified or potential risks. A 
developmental and reproductive study with elasomeran in female Sprague-Dawley rats was 
completed in December 2020 with no adverse findings. 


Table 4: 


Study Type Important Nonclinical Findings Relevanceto Human Use 
Safety pharmacology and toxicology 


Key Safety Findings From Nonclinical Studies and Relevance to Human Use 


Vaccine enhanced disease 
and specific ERD studies 


Several nonclinical studies (e.g., disease 
pathology, immunoprofiling) in several 
species have been generatedto address the 
theoreticalrisk of disease enhancement with 
elasomeran. Insummary, vaccinationwith 
elasomerangenerateda balanced ratio of lgG1 
toIgG2a in mice, indicating a Th2-biased 
response is not observed. Robustneutralizing 
antibodies were induced post-vaccination in 
mice, hamsters,and NHPs following 
vaccination with elasomeran, with the 
indicationofa Th! dominantT-cellprofile in 
mouse and NHP models. T-cell response was 
not measured in hamsters. This strengthens 
the argumentthat disease enhancement similar 
to that observed with previous RSV and 
measles vaccines is unlikely to be observed. 
After cha llenge, vira | loa d and levels of 
replicating virus were measured in both the 
nasalpassages and lungs of mice, hamsters, 
and NHPs. In animals vaccinatedwith higher 
doses of ela someran, complete protectionwas 
observed. In animals dosedwith lowlevels of 
elasomeran, some level of protection was 
evident, with no indications of increased viral 
load,demonstratingthatERDis not occurring. 
In addition, lunghistopathology analysesafter 
vira l cha Ilenge in mice, hamsters, and NHPs 
post-vaccination isa lso reassuring, a s these 
animals did nothave evidence of enhanced 
disea se. 

See further descriptionbelow in text. 


These nonclinicalresults show a 
lack of vaccine-enhanced 
pulmonary pathology post- 
cha llenge with elasomeran in 
relevantanimalspecies. 

In addition, the clinicalPhase3 
mRNA-1273-P301 study was 
designed to assess the risk of 
enhanced disease through 
continuous unblinded 
monitoring of cases by the 
DSMB with prespecified rules 
fordeterminingharm based on 
an imbalance in cases 
unfavourable to elasomeranas 
defined in the analysis plan. 

As a result of these assessments, 
no safety concerns have been 
identified. 


Pharmacokinetics and Drug Metabolism 


Distribution Study 


A biodistribution study was performed with 
mRNA-1647,an mRNA-based vaccine 
against human cytomegalovirus also 
formulated in SM-102-containing LNPs. As 
observed with other IM-delivered vaccines, 
the highest mRNA concentrations were 


The biodistribution of 
mRNA-based vaccines 
formulatedin LNPs is consistent 
with administration of IM drug 
products and distribution via the 
lymphatics. mRNA does not 
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Study Type Important Nonclinical Findings Relevanceto Human Use 


Repeat-dose toxicity studies 


Evaluationof mRNA 

vaccines formulated in the 
same SM-102 LNPvaccine 
matrix) in rat administered 
IM at doses rangingfrom 9 
to 150 ug/dose once every 


2 weeks forup to 6 weeks. 


observed atthe mjectionsite of the male rat 
followed by the proximal (popliteal)and distal 
(axillary) lymph nodes, consistent with 
distribution via the lymphatic system. These 
tissues, as well a s spleen and eye, had tissue- 
to-plasma AUC ratios > 1.0. Overall, only a 
rela tively small fraction of the administered 
mRNA-1647 dosedistributedto distant tissues 
(ie, lung, liver, heart, kidney, axilla ry distal 
lymph nodes [bilateral pooled], proximal 
poplitealand mguinallymphnodes [bilateral 
pooled], spleen, brain, stomach, testes, eye, 
bone marrow femur [bilateral pooled], 
jejunum [middle region], and injection site 
muscle), andthemRNA constructs did not 
persist past 1 to 3 days in tissues otherthan 
the injectionsite, y:mphnodes, and spleen 
where it persisted in general5 days. 


Clinica lobservations includedgenerally dose- 
dependent erythema andedemaat the 
injection site and transient increases in body 
temperature at 6 hours postdose returning to 
baseline 24 hours postdose were observedat> 
9 uwg/dose. These observations resolved or 
were considered resolving within 72 hrs. 
There were clinicalchemistry andhematology 
changes consistent with inflammatory 
responses (ie, increases in white blood cells, 
neutrophils, eosinophils, and decreased 
lymphocytes); minimal coagulation changes 
consisting ofa slightly increased activated 
partialthromboplastin time and an associated 
increase in fibrinogen were observed. 
Clinicalchemistry results indicated a decrease 
in albumin, increase in globulin, anda 
corresponding decrease in albumin/globulin 
ratio. 

In general,clinicalpathology changes were 
dose-dependent and transient. 

Consistent with otherindicators of systemic 
inflammation in response to vaccine 
administration, transient cytokine increases 
were observed at>9 ug/dosea t 6 hours 
postdose including interferon gamma, 
monocytechemoattractantprotein-1, and 
macrophage inflammatory protein lalpha. 
Increased cytokine/chemokines were 
generally resolvedby the endof the 2-week 
recovery period. 

Macroscopic and microscopic changes were 
observed and included skin thickening at the 
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persist past 1 to 3 days in tissues 
otherthan the injection site, 
lymph nodes,and spleen where 
it persisted in general5 days. 


Review of the toxicology data 
found evidence of dose- 
dependent treatment-related 
effects atthe injection site and 
systemic inflammatory 
responses to administra tionto 
the LNP. 

Clinica | findings such as 
increased body temperature, 
injection site pain, other 
infla mmation rela ted findings 


In ongoingclinical Phase 1 and 
2a studies with elasomeran, 
eva luation ofsafety clinical 
laboratory values of Grade2 or 
higher revealed no patterns of 
concern. Inthe clinical Phase 3 
mRNA-1273-P301 study, 
solicited loca land systemic 
adversereactions in the 7 days 
following administration, 
increa sed followingthesecond 
dose. Solicited loca ladverse 
reactions, primarily injection site 
pain, were common. 
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Study Type Important Nonclinical Findings Relevanceto Human Use 


injection site and enlarged lymph nodes. 
These observations were correla ted with 
microscopic changes thatincluded mixedcell 
inflammation at the injection site; increased 
cellula rity and mixed cellinfla mmation in the 
lymph nodes. Additionally, decreased 
cellula rity in the splenic peria rteriolar 
lymphoid sheath; increased myeloid 
cellularity in the bonemarrow; andhepatocyte 
vacuolation and Kupffer cellhypertrophy was 
occasionally observed in the liver. Changes 
were generally reversing by the end of the 2- 
week recovery period. 


Other Nonclinical Toxicology Studies 


Evaluationofelasomeran at | Elasomeran-related clinica | signs were 
repeat doses, non-GLP consistent with previous GLP toxicology 
immunogenicity ratstudy studies on othermRNA-based vaccines. At 
with non-terminalendpoints | doses 230 ug/dose observations included 
transient dose-dependent injection site edema 
with or without hindlimb impairment were 
observedatapproximately 24 hours postdose 
and genera lly resolved within 7 daysafter 
dose administration. Clinica | pathology 
associated with inflammationwere observed 
and included increased neutrophils, 
eosinophils, and/or globulin. Other mild 
elasomeran-related changes observed at30, 
60, and/or 100 ug/dose consistedof decreased 
red cell mass,reticulocytes,and lymphocytes 
and increased creatinine, triglyceride, 
cholesterol, and/or glucose. 
In general, thesechanges are consistent with 
the results from the previous GLP rat toxicity 
studies conducted with othermRNAs 
formulated in the LNP. 


Reproductive/development | A developmentalandreproductive toxicity The risk foradversepregnancy 
study was performed with elasomeran in outcomes after exposure is 
female Spra gue-Da wley rats in December unknown in humans, but 
2020 with no adversefindings noted. nonclinical findings do not 
Elasomeranwasat theclinical doseof suggest a specific risk. 

100 ug/dose. There were no maternaleffects | Pregnancy isan exclusion 
on mating and fertility, ovaria n/uterine criterion in the ongoingclinica | 
examinations, naturaldelivery or litter tria ls. 

assessments. Further, there were no fetal 

and/or pup effects on in-life parameters, gross 

pathology, fetal sex, external or visceral 

assessments, orskeletalmalformations. Non- 

adverse, common skeletal varia tions 

consisting of wavy ribs and increase nodules 

were observed at 100 ug/dose. The no 

observed adverse effectlevelis 100 ug, which 

ona mg/kgbasis, provides a 137-fold safety 
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Study Type Important Nonclinical Findings Relevanceto Human Use 
(| magno 60-kewoman, Se ee 


Genotoxicity SM-102, the novellipid used in the Nonclinica Ifindin gs suggest that 
elasomeran LNP formulation, was evaluated | the risk to humans after IM 
in asan individualagentin a bacterialreverse | administrationis low, due to 
mutation (Ames) test and an in vitro minimalsystemic exposure and 
micronucleus test in human peripheral blood | negative in vitro results. 
lymphocytes. The results for SM-102 were 
negative. In addition, in vivo genotoxicityrisk 
wa s assessed in a GLP-complia nt rat 
micronucleus test using anmRNA-based 
vaccine formulated in SM-102-containing 
LNPs (mRNA-1706),the same formulation as 
elasomeran. SM-102 induced a minimal, 
statistically significant increases in MIEs in 
male rats at both 24 and 48 hours a nd in 
female rats at48 hours only; however,there 
was no cleardose response, and the increases 
were generally weak and associated with 


minimalbonemarrow toxicity. 

A second,non-GLP, in vivo genotoxicity 
study was conducted using NPI luciferase 
mRNAin SM-102 containngLNPs. In this 
study, there was no significantincrease in the 
incidence of micronuclei. 


The results of these two studies led toan 
equivocalresult. Given the observed 
increases in body temperature observed in 
toxicology studies it is likely that drove the 
slight increa ses observed in micronuclei 
formation at high systemic (intravenous) 
doses. Overall,the genotoxic risk to humans is 
considered to be lowdue to minimalsystemic 
exposure followingIM administration, limited 
duration of exposure, and negative in vitro 
results. 


Carcinogenicity No carcinogenicity studies have been N/A 
performed with elasomeran. 


CMV = cytomegalovirus; DSMB = data safety monitoring board; ERD = enhanced respiratory disease; GLP = Good Laboratory 
Practice; IgG = immunoglobulin B; IM = intramuscular; LNP = lipid nanoparticle; MIE = micronucleated immature erythrocytes; 
NHP = nonhuman primate; NPI = nascent peptide imaging; RSV = respiratory syncytial virus; Th = T-helper. 


Vaccine-associated Disease Enhancement 


There was a theoretical concern over the potential for vaccine associated disease enhancement in 
recipients of SARS-CoV-2 vaccines. The concern was that a SARS-CoV-2 vaccine could 
theoretically cause enhanced disease and specifically enhanced respiratory disease (ERD) in 
vaccines that were subsequently exposed to wild-type SARS-CoV-2. The potential for vaccination 
against SARS-CoV-2 to be associated with disease enhancement was a theoretical concern, given 
similar observations with other respiratory viruses in general, and in animal models of somehighly 
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pathogenic CoVs. This concern has been triggered by preclinical work on SARS-CoV and MERS- 
CoV vaccines (Czub 2005; Deming 2006; Bolles 2011), the experience with feline infectious 
peritonitis virus and vaccines in cats (Takano 2008; Pedersen 2009; Pedersen 2012), andenhanced 
disease seen with respiratory syncytial virus, measles (Kim 1969; Polack 2007), and dengue 
vaccines in humans (Smatti 2018). Importantly, vaccine-associated disease enhancement has not 
been seen following SARS or MERS vaccines given to humans, albeit the number of people who 
received these experimental vaccines remains very small. 


These events were associated either with macrophage-tropic CoVs susceptible to Ab-dependent 
enhancement of replication or with vaccine antigens that induced Ab with poor neutralizing 
activity and Th2-biased responses. The Vaccine Research Center of the NIH and the Sponsor 
performednonclinical studies in mice, hamsters, andnonhuman primates (NHPs) to evaluate dose- 
ranging responses to elasomeran (immunogenicity), high-dose virus SARS-CoV-2 challenge 
(protection), and to address the theoretical concern of ERD mediated by vaccine-induced Ab 
responses and/or T helper (Th) 2 directed T-cell responses observed with other vaccines against 
viral respiratory diseases. These studies demonstrated that elasomeran is immunogenic in all 
species assessed, showing a dose-dependent response in IgG binding Ab titres and a significant 
correlation between bAb and nAb activity. In addition, antigen-specific T-cell responses were 
observed in studies in mice and in the NHP study. Th1 -directed CD4+ and CD8+ T-cell responses 
were measured post boost in animals that were vaccinated with elasomeran. Direct measurement 
of Thl-directed responses in mice and NHPs, indirect measurement of IgG 2a/c/IgG1 Ab 
subclasses in mice, and the high levels of nAb in all species lessens concerns regarding disease 
enhancement associated with administration of elasomeran. 


In addition to measurements of the immune response, mice, NHPs, and hamsters were challenged 
with high-dose SARS-CoV-2 virus. In these studies, dose levels of elasomeran that were predicted 
to be optimal (fully protective) and suboptimal (subprotective) were included. At higher doses, 
mice and NHPs were fully protected from viral replication in both lungs and nasal passages. At 
subprotective dose levels, animals either remained fully protected in the lungs or had reduced viral 
burden post-challenge versus control animals. There were no observations of increased viral load 
in vaccinated animals at protective or subprotective dose levels, which further supports that 
elasomeran does not drive enhanced disease. Lung histopathology assessments were performed to 
verify reduction of inflammation, immune complex deposition, and immune cell invasion in 
response to viral challenge in vaccinated animals versus placebo animals. In animals vaccinated 
with both optimal and suboptimal dose levels, histopathological evaluation of the lungs of mice 
and NHPs confirms the lack of ERD. This was demonstrated by the presence of minimal 
inflammation and lack of significant neutrophilic-associated alveolar disease or eosinophil- 
dominant inflammatory response measured, which have historically been associated with vaccine- 
associated ERD. In contrast, moderate to severe inflammation was elicited by SARS-CoV-2 
infection in phosphate-buffered saline control animal groups, which often involved the small 
airways and the adjacent alveolar interstitial (Corbett 2020). These nonclinical disease pathology 
and immune profiling studies show immune signatures not predicted to associate with ERD and a 
lack of vaccine-enhanced viral replication or pulmonary pathology after challenge with SARS- 
CoV-2 in relevant animal species. 


To further address the risk of enhanced disease, peripheral blood mononuclear cells were obtained 
from study participants in the Phase 1 study and restimulated to assess the cytokine profile post 
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vaccination. The intracellular cytokine profile of the CD4+ and CD8+ T cells reflected a Th1- 
rather than a Th2-directed response (Jackson 2020). These results were reassuring since the risk of 
enhanced disease has been previously associated with a Th2-directed immune response. In Study 
mRNA-1273-P301, prespecified harm rules designed to detect an imbalance in cases of COVID- 
19 or severe COVID-19 were not met. Most importantly, after a median follow-up of 2 months 
after the second dose of vaccine, the majority of COVID-19 cases occurred in participants who 
received placeborather than elasomeran (Baden 2021), confirming no clinical evidence for vaccine 
enhanced disease following vaccination with elasomeran. 


A conclusion of safety concerns for elasomeran based on nonclinical data is summarised in Table 
5. 


Table 5: Conclusions on Safety Concerns Basedon Nonclinical Data 


Safety Concerns 
Important ıdentified risks: Not applicable 


Important ıdentified risks: Not applicable 
Missing information: Not applicable 
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PartII: Module SIII — Clinical Trial Exposure 


Six clinical trials of elasomeran are ongoing and two clinical trials are completed as reported 
below. Two of the seven studies are sponsored by DMID of NIAID and include a dose-ranging 
Phase 1 safety and immunogenicity study 20-0003 (Phase 1 mRNA-1273-P101) and 21-0002 to 
evaluate safety and immunogenicity of a SARS-CoV-2 variant mMRNA1273.351 in naive and 
previously vaccinated adults. Study 20-0003 is completed. The remaining five ongoing studies are 
a Phase 2/3 safety, reactogenicity, and efficacy study in healthy adolescents ages 12 to < 18 years 
including an evaluation of the immunogenicity and safety of elasomeran booster (mRNA-1273- 
P203); a Phase 2/3, two-part, dose-escalation (open-label), age de-escalation and randomized, 
observer-blind, placebo-controlled expansion study to evaluate the safety, tolerability, 
reactogenicity, and effectivenessofelasomeran SARS-CoV 2 vaccine in healthy children 6 months 
to less than 12 years of age including an evaluation of the immunogenicity and safety of elasomeran 
booster (mRNA-1273-P204); a Phase 3b, open-label, safety and immunogenicity study of SARS- 
CoV-2 elasomeran vaccine in adult solid organ transplant recipients and healthy controls (mRNA- 
1273-P304); a pivotal Phase 3 efficacy, safety, and immunogenicity study (mRNA-1273- P301); 
and a Phase 2/3 8-part open-label study to evaluate the immunogenicity and safety of mRNA 
vaccine boosters for SARS-CoV-2 variants (mRNA-1273-P205). 


The second completed study is a dose-confirming Phase 2a safety and immunogenicity study 
(mRNA-1273-P201). 


Table 6: Summary of vaccination groups by dose (ug) in the ongoing studies P301 
(Part A), P203 (Part A, Part B and Part C), and P204 (Part 1, Part2, and 
Part Booster Dose), and completed studies P201 (Part A) and (P101) 20-0003 


20-0003 (Phase 1 P101 120 


s e 
PLOT Pan A(Phase2ay [0 poo o po o pooo oo SESE 


P301 Part A (Phase 3 Is187 [0 | 15184 


P203 PartsAandB(Phase2/3) [0 [0 | 


P203 Part C (Phase 2/3 


P204 Pari (Phase 23 2o s 


P204 Part 2 (Phase 2/3 4792 


[7799 
P204 Booster Dose (Phase 2/3 1294 Ln i — | —— |] 1294 


Note: Does not include DMID NIAID sponsored phase 1 study 21-0002 a Phase 1 open label study to evaluate safety and 
immunogenicity of prototypes and modified SARS-CoV-2 vaccines in naïve and previously vaccinated adults and mRNA-1273-P204 
‘Includes children 6 months to < 12 years of age 

Source: 

Tables 2A-2C in Safety Summary Report Protocol 20-0003: Phase I, Open-Label, Dose-Ranging Study of the Safety and 
Immunogenicity of 2019-nCoV Vaccine (elasomeran) in Healthy Adults 26 October 2020; mRNA-1273-P201 (Part A) 
study Table 14.1.6.1 (Data extraction date: 11 June 2021); mRNA-1273-P203 study Table 14.1.6.1.4.2 (Data extraction 
date: 31 Jan 2022) and Table 14.1.1.1 5 (Data extraction date: 16 May 2022); mRNA-1273-P301 (Part A) study Table 
14.1.6.2.1 (Data extraction date: 04 May 2021); mRNA-1273-P204 study Part 1 Table 14.1.5.1 and Part 2 Table 14.1.5.2 
(Data extraction date: 10 November 2021 and 21 February 2022), and Booster Dose Table 14.1.6.5.1 (Data extraction 
date: 23 May 2022). 


08 S 
ii 
35 33 35 
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Table 7: Summary of Vaccination groups by dose (1g) in the ongoing open label 
studies P301 (Part B), P304, P205 (Part A, Part G, Part F Cohort 2, and Part 
H 2™ Booster), and completed study P201 (Part B) 


se S 

alae 
PPan O ë Do o ë oa ë PaaS ë OO 
Ce E E E E E 
P205PanG Phase 23 a7 ë ë oo oOo o er O 


2/3} 


P205 Part H 2”¢ booster (Phase 

2/3) 

Note: 

1 Part A includes mRNA-1273.211 

2 Part G includes mRNA-1273.214 

3 Part F includes Cohort 2 - mRNA-1273 

4 Part H includes mRNA-1273.222. The planned number of participants is 400 and enrolment is currently ongoing. 


Source: 

mRNA-1273-P201 (Part B) study Table 14.1.1.1 (Data extraction date 23 November 202 1); mRNA-1273-P304 study 
(Data from ongoing trial as of 17 Dec 2021); mRNA-1273-P301 (Part B) study Table 14.1.3.2.2.2 (Data extraction date: 
04 May 2021) ); mRNA-1273-P205 study Part A Table 14.1.3.1 (Data extraction date: 02 February 2022); mRNA-1273- 
P205 study Part G/Part F (Cohort 2) Table 14.1.1.1.8 (Data extraction date: 27 April 2022); mRNA-1273-P205 Part H 
Table 10 Protocol Amendment 8 dated 01 August 2022. 


Study 20-0003 (Phase 1) 


The open-label dose-finding Phase 1 safety and immunogenicity study (NCT04283461) enrolled 
120 healthy adults 18 years of age and older to receive either 25 ug, 50 ug, 100 ug, or 250 ug of 
elasomeran. Participants received 2 doses of elasomeran given intramuscularly (IM) 28 days apart 
and were followed up until Day 394. Participants in the trial were offered the option to participate 
in a substudy in which they would receive a third elasomeran vaccination, administered via an IM 
injection at a dosage of 100 ug/0.5 mL, given 6 to 12 months after receipt of their second 
vaccination in the main study. Substudy participants were followed for safety, reactogenicity, and 
immunogenicity endpoints through 12 months post third vaccination (Substudy Day 366). The 
study is completed. 


Table 8: Participant Exposure by Gender in the Completed 20-0003 Study 


Source: Tables 2A-2Cin Safety Summary Report Protocol 20-0003: Phase I, Open-Label, Dose-Ranging Study of the Safety 
and Immunogenicity of 2019-nCoV Vaccine (elasomeran) in Healthy Adults 26 October 2020. 


Table 9: Participant Exposure by Age in the Completed 20-0003 Study 
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Source: Tables 2A-2Cin Safety Summary Report Protocol 20-0003: Phase I, Open-Label, Dose-Ranging Study of the Safety 
and Immunogenicity of 2019-nCoV Vaccine (elasomeran) in Healthy Adults 26 October 2020. 


Table 10: Participant Exposure by Race/Ethnic Group in the Completed 20-0003 Study 


[AmerienindianorAbskaNaive iP Sd 
asa o S o’ 
Native HawaianorOtter Pacifisme | SS SSCSC—~S 


C E 
C 
mmo Pd 


Source: Tables 2A-2Cin Safety Summary Report Protocol 20-0003: Phase I, Open-Label, Dose-Ranging Study of the Safety 
and Immunogenicity of2019-nCoV Vaccine (elasomeran)in Healthy Adults 26 October 2020. 


Table 11: Summary of Vaccination Groups by Dose, Age Category, and Gender in the 
Completed 20-0003 Study 


| Elasomerandose — — — | dose 25 ne 50 ne 100 ug 250 ug 


All participants 18-55 years Tiavomeran dose 15 15 
(9 ne ba ma M (7 males, (6 males, 
6 females) 6 females) 8 females) 9 females) 


All participants 56-70 years ofa ge 10 10 10 
(3 males, (5 males, (5 males, 
7 females) 5 females) 5 females) 


All participants >71 years of age 10 10 10 
(8 males, (6 males, (3 males, 
2 females) 4 females) 7 females) 


Source: Tables 2A-2Cin Safety Summary Report Protocol 20-0003: Phase I, Open-Label, Dose-Ranging Study of the Safety 
and Immunogenicity of 2019-nCoV Vaccine (elasomeran) in Healthy Adults 26 October 2020. 


As of 17 Mar 2021, in study 20-0003 the subjects in Cohorts | through 5,7,8 and 10 through 12 
have completed Study Milestones Day 209 (+7 days) visit (6 months after second vaccination). 


mRNA-1273-P201 (Phase 2a) 


The mRNA-1273-P201 is a completed three-part, Phase 2a study: Part A, Part B, and Part C. Part 
A is a randomized, placebo-controlled dose-confirming Phase 2a safety and immunogenicity study 
(NCT04405076) that enrolled 600 healthy adults 18 years of age and older in the US. Study 
participants were randomized 1:1:1 to receive placebo, elasomeran 50 ug, or elasomeran 100 ug 
The study is divided into 2 cohorts by age, Cohort 1 with 300 participants (= 18 to <55 years old) 
and Cohort 2 with 300 participants (= 55 years old). Participants received 2 doses of elasomeran 
or placebo given IM 28 days apart and were followed up until Day 394. Part A, blinded Phase 
comprised a Participant Decision Clinic Visit (initiation of Part B) or Day 394 (Month 13), 
whichever was earlier. 
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Part B was designed to offer participants who received placebo in Part A of this study the option 
to receive 2 injections of open labelelasomeran. Participants who received 1 or 2 doses of 50 ug 
or 100 ug elasomeran in Part A were offered a single booster dose of elasomeran (50 ug) in Part 
B. 


Part C was a proof-of-conceptrollover study of approximately 60 participants who were enrolled 
in Moderna’s Phase 3 mRNA-1273-P301 study, havealready been unblinded, and have previously 
received 2 doses of elasomeranatleast6 months earlier. Upon enrolmentinto PartC of this study, 
they received a single IM injection of mMRNA-1273.351 (20 ug or 50 ug) or elasomeran/mRNA- 
1273.351 mixture (50 ug total) at least 6 months after receiving the second vaccination in the 
mRNA-1273-P301 study. 


Table 12: Duration of Exposure in the Completed mRNA-1273-P201 Study (Part A) 


Elasomeran Elasomeran Total 
Duration of Exposure 50 peg 100 ug 


Number of Participants,n(%) 200 (100) 400 (100) 
200 (100) 400 (100) 
195 (97.5) 393 (98.3) 
197 (98.5) 397 (99.3) 
197 (98.5) 397 (99.3) 

195 (97.5) 393 (98.3) 
<28 Days Since Second Injection 


> 28 and <56 Days Since Second 2 (1.0) 2 (0.5) 
Injection 


> 56 Days Since Second Injection 193 (96.5) 198 (99.0) 391 (97.8) 


245.1 (28.30) 


Received First Injection 
Received Second Injection 

> 49 Days Since First Injection 
> 56 Days Since First Injection 


> 28 Days Since Second Injection 


Study Durationfrom First 
Injection (Days) 
Mean (Standard Deviation) 
Median 
Quartile 1, Quartile 3 


Minimum, Maximum 


243.8 (33.7) 


242.4 (38.38) 

245.0 245.0 
229.0,259.5 229.0, 260.0 
30,346 30,360 


Source: mRNA-1273-P201 Table 14.1.6.1 (Data extraction date: 11 June 2021). 


Table 13: Age Groupand Gender in the Completed mRNA-1273-P201 Study (Part A) 


Age Group, N 
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Elasomeran Elasomeran 
Age Group, N 50 peg 100 ug 


Gender 


Source: mRNA-1273-P201 Tables 14.1.62.1 and 14.1.6.2 3 (Data extraction date: 11 June 2021). 


Table 14: Participant Race in the Completed mRNA-1273-P201 Study (Part A) 


fe ees ee 
Elasomeran Elasomeran Total (N) 
ee 
3 
f ; 1 


l 
2 


Multiple O C | 
DE E EE cee 


Source: mRNA-1273-P201 Table 14.1.6.2.4 and Table 14.1.6.1 (Data extraction date: 11 June 2021). 


AmericanIndian or Alaska Native 


Table 15: Participant Ethnicity in the Completed mRNA-1273-P201 Study (Part A) 


Ethnicity Elasomeran Elasomeran Total N) 
50 ug 100 ug 


Hanco J s ë J e [ a 


16 
Not Hispa nic orLatino 184 184 368 


Source: mRNA-1273-P201 Table 14.1.6.2.5 and Table 14.1.6.2.1 (Data extraction date: 11 June 2021). 


Table 16: Participants in the Completed mRNA-1273-P201 Open label Study (PartB) 


Elasomeran Dose 


Number of Participants (N) 


Received First Open-LabelInjection 173 (86.5) 171 (8) 


Received secondOpen-LabelInjection 


Source: mRNA-1273-P201 (Part B) Table 14.1.1.1 (Data extraction date 23 November 2021). 
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Table 17: Participant Age Group in the Completed mRNA-1273-P201 Study (Part B) 


Elasomeran Booster Dose 


50 ug 100 ug 
Age group, N a ae 173) ~ "D 


Age > | Age > 18 yearsandage <55 years | 18 years | Age > 18 yearsandage <55 years | <55 years 


Source: mRNA-1273-P201 (Part B) Table 14.1.1.1 (Data extraction date 23 November 2021). 


Table 18: Participant Gender in the Completed mRNA-1273-P201 Study (Part B) 


Elasomeran Booster Dose 


50 ug 100 ug 
Gender, N a = = D 
[Male 


Source: mRNA-1273-P201 Part B Table 14.1 3.7.1 (Data extraction date 23 November 2021). 


Table 19: Participant Race in the Completed mRNA-1273-P201 Study (Part B) 


| ElasomeranBooster Dose | Booster Dose 


50 ug 100 ug 
ash n (%) (N= 173) (N=171) 


507) 


Source: mRNA-1273-P201 Part B Table 14.1.3.7.1 (Extraction Date: 23 November 2021). 


Table 20: Participant Ethnicity in the Completed mRNA-1273-P201 Study (Part B) 


Elasomeran Booster Dose 


50 ug 100 ug 
Ethnicity, n(%) (N= 173) eR 


1058) 1058 
Not Hispa nic orLatino 162 (93.6) 161 (94. > 


Source: mRNA-1273-P201 Part B Table 14.1.3.7.1 (Extraction Date: 23 November 2021). 


A total of 60 participants who received 2 primary doses of elasomeran (100 ug) 
mRNA-1273-P301 were selected to enter the mRNA-1273 variant booster phase (Part C) of the 
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mRNA-1273-P201 study and assigned to study treatment: 20 participants to the 50 ug mRNA- 
1273.351 group (Cohort 1), 20 participants to the 50 ug elasomeran/mRNA-1273.351 group 
(Cohort 2), and 20 participants to the 20 ug mRNA-1273.351 group (Cohort 3) (Table 21 to 
Table 24). 


Table 21: Participants in the Completed mRNA-1273-P201 Open label Study (Part C) 


Elasomeran/ 
mRNA-1 273.351 mRNA-1273.351 mRNA-1 273.351 


50 ug 50 ug 20 ug 
(Cohort1) (Cohort2) (Cohort3) 


(N=20) (N=20) (N=20) 
Number of Participants (N) n(%) n(%) n(%) 


Received booster dose 20 (100) 20 (100) 20 (100) 


Source: mRNA-1273-P201 Part C Table 14.1.1.1.2 (Extraction Date: 23 November 2021). 


Table 22: Participant Age and Gender in the Completed mRNA-1273-P201 Study 
(Part C) 


Elasomeran/ 
mRNA-1 273.351 mRNA-1273.351 mRNA-1 273.351 


Age at Enrollment of 50 ug 50 ug 20 ug 
mRNA-1273-P301 Study (Cohort1) (Cohort2) (Cohort3) 


(Years) 


Mean n (SD) 53.9 (12.65) 55.6 (14.78) 47.5 (13.20) 


Gender, n (%) 


TED B T 
3450) 540.0 15750) 


Abbreviations: max = maximum; min= minimum; SD = standard deviation. 
Source: mRNA-1273-P201 Part C Table 14.1.3.12 (Extraction Date: 23 November 2021). 


Table 23: Participant Race in the Completed mRNA-1273-P201 Study (Part C) 


Elasomeran/ 
mRNA-1 273.351 mRNA-1273.351 mRNA-1273.351 
50 ug 50 ug 20 ug 
(Cohort1) (Cohort2) (Cohort3) 
Race, n (%) (N=20) (N=20) (N=20) 


19 050) 19050) 20000) 
C 


American Indianor Ala ska 1 (5.0) 
Native 
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Elasomeran/ 
mRNA-1 273.351 mRNA-1273.351 mRNA-1 273.351 


50 ug 50 ug 20 ug 
(Cohort1) (Cohort2) (Cohort3) 


Source: mRNA-1273-P201 Part C Table 14.1.3.12 (Extraction Date: 23 November 2021). 
Table 24: Participant Ethnicity in the Completed mRNA-1273-P201 Study (Part C) 


Elasomeran/ 
mRNA-1 273.351 mRNA-1273.351 mRNA-1273.351 


50 ug 50 ug 20 ug 
(Cohort1) (Cohort2) (Cohort3) 
Ethnicity, n(%) (N=20) (N=20) (N=20) 


Hispanicortatino | o | w | ow 
orrena J o Jo o oo o o ooo 
mmo o ‘o s a +i sd 


Source: mRNA-1273-P201 Part C Table 14.1.3.12 (Extraction Date: 23 November 2021). 


mRNA-1273-P203 (Phase 2/3) 


The Phase 2/3 study (mRNA-1273-P203)isa3-part(Part A, Part B and Part C) study of the safety, 
reactogenicity, and efficacy ofelasomeranin healthy adolescents ages 12 to < 18 years. Part A is 
a randomized, observer-blind, placebo-controlled study of adolescents randomly assigned 2:1 to 
receive either 2 injections of 100 ugof elasomeranvaccine or2 injections of placebo control each 
given 28 days apart. PartB is an open-label observational phase designed to offer participants who 
received placebo in Part A of the study and who meet the EUA eligibility criteria an option to 
request and receive elasomeran. The study enrolled a total of 2486 participants who received 
elasomeran vaccine. In Part C, all study participants were offered elasomeran as a 50 ug booster 
and a total of 1346 participants 12 years to < 18 years of age who completed the 100 ugelasomeran 
primary series received a 50 ug elasomeran booster dose. 


Table 25: Duration of Exposure in Parts A and B of the Ongoing mRNA-1273-P203 
Study (12 Years to < 18 Years) 


Elasomeran 
Duration of Exposure, n (%) (N=2486) 


Received First Injection 2486 (100) 
Received Second Injection 2480 (99.8) 
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Elasomeran 
Duration of Exposure, n (%) (N=2486) 


> 280 Days Since Second Injection 2198 (88.4) 


Study Duration from First Injection (Days) 


Minimum, Maximum 


Source: mRNA-1273-P203 Table 14.1.6.1.4.2 (31 Jan 2022). 


Table 26: Age Group and Gender in Parts A and B of the Ongoing mMRNA-1273-P203 
Study (12 Years to < 18 Years) 


Elasomeran 
Characteristic (N=2486) 


Age Group, N 
> 12 years and< 16 years 


> 16 years and< 18 years 


Gender, N 


Source: mRNA-1273-P203 Table 14.1.3.13.1 (31 Jan 2022). 
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Table 27: Participant Race in Parts A and B of the Ongoing mMRNA-1273-P203 Study 
(12 Years to < 18 Years) 


Elasomeran 
Characteristic (N=2486) 


American Indian or Ala ska Native 


C 


Source: mRNA-1273-P203 Table 14.1.3.13.1 (3 1 Jan 2022). 


Table 28: Participant Ethnicity in Parts A and B ofthe Ongoing mRNA-1273-P203 
Study (12 Years to < 18 Years) 


Elasomeran 
CO 


Source: mRNA-1273-P203 Table 14.1.3.13.1 (31 Jan 2022). 


Table 29: Duration of Exposure in the Ongoing mRNA-1273-P203 Study (PartC, 
Booster Dose) (12 Years to < 18 Years) 


Placebo- 
elasomeran Elasomeran- 
-Booster Booster Total 
Duration of Exposure, n (%) (N=18) N ) (N=1364) 


Received Booster 18 (100) 1346 (100) 1364 (100) 


oe 
a 
re 
rr 


529 (39.3) 
>308 and <336 Days 427 (31.7) 427 (31.3) 
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Placebo- 
elasomeran Elasomeran- 
Booster Booster Total 
Duration of Exposure, n (%) (N=18) (N ) (N=1364 
EE S S E E S ECAA: 
=392and 2420 Days ~o oap | maD 
=420 Days 30) 
ime on Study from Dose I of mRNA- Days O S OE 


Media n 
QT, Q3 
Min, Max 
erson-years from Dose 1 ofmRNA-1273[3] 

Time Since Primary Series Dose 2 to Booster 

(Days) [1] 

Mean (SD) 


Median 


QI, Q3 300.0, 338.0 
Min, Max 274,422 


llow-Up Time on Study After Booster (Days 

Mean (SD) 

Median 21.0 

QI, Q3 18.0,22.0 96.0, 125.0 

Min, Max 4,64 2,141 
<28 Days 16 (88.9) 35 (2.6) 
528 Days IULI) 1329 07.4) 
>28 and<56 Days 1 (5.6) 39 (2.9) 
>56 Days 1 (5.6) 
S84 Days 
> 112 Days 
ST40Days 

Person-years from Booster [2] 1.1 403.4 


Source: mRNA-1273-P203 Table 14.1.6.5.1 (16 May 2022). 


© 


Table 30: Age Groupand Gender in the Ongoing mRNA-1273-P203 Study (PartC, 
Booster Dose) (12 Years to < 18 Years) 


Placebo- 
elasomeran- Elasomeran- 
Booster Booster 
Characteristic (N=18) (N=1346) 


Age Group, n (%) 


CSCC YT ————S—S 
Gender,n(%) ee ee 


Source: mRNA-1273-P203 Table 14.1.3.14.1 (16 May 2022). 
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Table 31: Participant Race in the Ongoing MRNA-1273-P203 Study (Part C, Booster 
Dose) (12 Years to < 18 Years) 


Placebo- 
elasomeran- Elasomeran- 
Booster Booster 
Characteristic Ss a 


Race, n (“%) 
American Indianor Alaska Native Fr 7 (0.5) 7 sg 5) 
— r 


Dla C 


me ————————— esey | sey 
C a S 10.1) T S __| 
a E E L O T0007 

EO O E E A 
Sor or 0 05 


Source: mRNA-1273-P203 Table 14.1.3.14.1 (16 May 2022). 


Table 32: Participant Ethnicity in the Ongoing MRNA-1273-P203 Study (Part C, 
Booster Dose) (12 Years to < 18 Years) 


Placebo- 
elasomeran- Elasomeran- 
Booster Booster 
Characteristic (N=18) (N=13 46) 


EA A A 
Noep ë o ë J noo | OD S 


Source: mRNA-1273-P203 Table 14.1.3.14.1 (16 May 2022). 


mRNA-1273-P204 study 


A Phase 2/3, two-part, dose-escalation (open-label), age de-escalationand randomized, observer- 
blind, placebo-controlled expansion study to evaluate the safety, tolerability, reactogenicity, and 
effectiveness of elasomeran SARS-CoV 2 vaccine in healthy children 6 months to less than 12 
years of age. 


The study population was evaluated in 3 discrete age groups (6 years through 11 years, 2 years to 
< 6 years, and 6 months to < 2 years), assessing up to 3 dosage levels (25, 50, and 100 ug) of 
elasomeran in the primary series. The study has two parts. Part 1 is the open-label, dose-escalation, 
age de-escalation phase. Part 2 is the randomized, observer-blind, placebo-controlled expansion 
phase which evaluated the selected dose ofelasomeran. 


In total, 751 children 6 years to < 12 years of age were treated in Part 1 (380 elasomeran 50 ug 
and 371 elasomeran 100 ug) and 4002 children 6 years to < 12 years of age were treated in Part 2 
(3007 elasomeran 50 ugand 995 placebo) (Table 33 to Table 40). Participants in Part 1 are distinct 
from those in Part 2. 
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Following evidence of enhanced effectiveness of the adult booster dose (BD), study mRNA- 
1273-P204 was amended to offer a BD (elasomeran, 25 ug) to all children enrolled in the 6 through 
11 years age group, which could be administered starting 6 months post-dose 2 of the primary 
series. A totalof 1,294 participants received a 25 ug BD in the Booster Dose Phase of the study. 


Table 33: Summary of Study Duration by Dose Levelin Part 1 (Safety Set) in the 
Ongoing mRNA-1273-P204 Study (6 Years to < 12 Years) 


Elasomeran Elasomeran 
50 ug 100 ug 
(N=380) (N=371) 


Abbreviations: max = maximum; min = minimum. 

Percentages are based on the number of participants in the Part 1 Safety Set, 
Source: Study mRNA-1273-P204 Table 14.1.5.1 

Data from ongoing trial as of 10 November 2021 


Table 34: Summary of Blinded Study Durationin Part2 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (6 Years to < 12 Years) 


Elasomeran 
50 ug Placebo Total 
Duration of Exposure (N=3007) (N=995) (N=4002) 


[Study durationfromdose Lays [| CTS 
[Studydurationfromdosedays [| STS O Tooo o ooo 


Abbreviations: max = maximum; min = minimum. 

Percentages are based on the number of participants in the Part 2 Safety Set, 
Source: Study mRNA-1273-P204 Table 14.1.5.2 

Data from ongoingtrialas of 10 November 2021 
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Table 35: Participant Age and Gender by Dose Levelin Part 1 (Safety Set) in the 
Ongoing mRNA-1273-P204 Study (6 Years to < 12 Years) 


Elasomeran Elasomeran 
50 ug 100 ug Total 
Characteristic (N=380) (N=371) (N=751) 


Rae, years ee ee 


Min max 
ex n O) E E 
Male 
Female 

Abbreviations: max =maximum; min = minimum; SD =standard deviation. 

Percentages are based on the number of participants in the Part 1 Safety Set. 

Source: Study mRNA-1273-P204 Table 14.1.3.1.1 

Data from ongoingtrial as of 10 November 2021. 


Table 36: Participant Age and Gender in Part 2 (Safety Set) in the Ongoing mRNA- 
1273-P204 Study (6 Years to < 12 Years) 


Elasomeran 
(N=3007) (N=995) (N=4002) 
Age, years 


pO 
Mean SD) 
Median pO 
Min, Max 
xn CO) fe ee We S 
ele 
Female 
Abbreviations: max = maximum; min = minimum; SD = standard deviation. 

Percentages are based on the number of participants in the Part2 Safety Set. 

Source: Study mRNA-1273-P204 Table 14.1.3.2 

Data from ongoingtrialas of 10 November 2021. 


Table 37: Participant Race by Dose Levelin Part 1 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (6 Years to < 12 Years) 


Elasomeran Elasomeran 
50 neg 100 ug Total 
Characteristic (N=380) (N=371) (N=751) 


Racer (ay oe eT 
White 
Black 
Asian 
American Tndianor Alaska Native eoa e o 303) J 
Native Hawaiian or other Pacific Islander 0 10 | 0 ù 10D | 
Multia cal 


Other 3(0.8) BOT 
Not reported BUT 
Unknown [eae A 
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Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.1.1 
Data from ongoingtrial as of 10 November 2021. 


Table 38: Participant Race in Part 2 (Safety Set) in the Ongoing mRNA-1273-P204 
Study (6 Years to < 12 Years) 


Elasomeran 
50 ng Placebo Total 
Characteristic (N=3007) (N=995) (N=4002) 


Race, n (%) a 
White 1957 (65.1) 668 (67.1) 2625 (65.6) 


Black 702000) 
Asian 3580.9) 
America n Indian or Alaska Native 17 (0.4) 
Native Hawaiian or other Pacific Islander Ce 0 | 4(< 0.1) 
Multia cial O) 
Other 40.1) 
Not reported 3303) 
Unknown 002 
Missing 4 (0.1) 5 (0.1) 


Percentages are based on the number of participants in the Part 2 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.2 
Data from ongoingtrialas of 10 November 2021. 


Table 39: Participant Ethnicity by Dose Levelin Part1 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (6 Years to < 12 Years) 


Elasomeran Elasomeran 
50 ug 100 ug Total 
Characteristic (N=380) (N=371) (N=751) 


Ethnicity, n(%) ee eee eo I 


Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.1.1 
Data from ongoing trial as of 10 November 2021. 


Table 40: Participant Ethnicity in Part 2 (Safety Set) in the Ongoing mMRNA-1273-P204 
Study (6 Years to < 12 Years) 


Elasomeran 
50 ug Placebo Total 
Characteristic (N=3007) (N=995) (N=4002) 


Ethnicity, n (%) 


E eee 
Hispanic orLa tino 742 (18.5) 
Not Hispanic or Latino 3222 (80.5) 
Notreported ITOT) 
Unknown 1103 
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Percentages are based on the number of participants in the Part 2 Safety Set. 


Source: Study mRNA-1273-P204 Table 14.1.3.2 
Data from ongoing trial as of 10 November 2021. 


A total of 1294 children 6 years to < 12 years of age were administereda booster dose (elasomeran 
25 ug) in the Booster Dose Phase of the study (Table 41 to Table 44). 


Table 41: 


Summary of Study Durationin Part Booster Dose (Safety Set) in the Ongoing 


mRNA-1273-P204 Study (6 Years to < 12 Years) 


Duration of exposure, n (%) 
Received First Injection 
Received Second Injection 


< 168 Days Since Primary Series 
> 168 and <196 Days 

> 196 and <224 Days 

>224 and <252 Days 

>252 and <280 Days 

>280 and <308 Days 

>308 and <336 Days 

>336 and <364 Days 

>364 Days 


ime Since First Injection to Second Injection (Days) 


Mean (SD) 

Median 

QI1,Q3 

Min, Max 

<21 Days Since First Injection 

>21 and<42 Days Since First Injection 

> 42 Daysand<56 Days Since First Injection 
> 56 Days Since First Injection 

Received Booster 


ime Since Primary Series Dose 2 to Booster (Days) [1 


Mean (SD) 
Median 
Q1,Q3 
Min, Max 


ollow-Up Time on Study After Booster (Days) 


Mean (SD) 
Median 
Q1,Q3 
Min, Max 


Elasomeran50 pg 
Primary Series - 
Booster 
(N=1294) 


1294 (100) 
1294 (100) 


[ee 
= 
D 


eo ooo a ëO 


pO 
1294 (100) 


1294 


a 
PO 
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Elasomeran50 pg 
Primary Series- 
Booster 
Duration of exposure, n (%) 
<28 Days 


=28and<56 Days 


=56 Days e E 
Person-years Trom Booster TA 


280.5 
277.0,287.0 
183,434 


Percentages are based on the number of safety subjects in booster dose analysis. 

[1] For subjects who received two doses of elasomeran in Primary Series, Time Since Primary Series is calculated as: Date of 
Booster — Date of Second Dose of elasomeran +1. 

[2] Person-years is defined as the total years from the booster dose date to the earlier date of study discontinuation or data 
cutoff. 

[3] Person-years is defined as the total years from the first dose date of elasomeranto the earlier date of study discontinuation or 
data cutoff. 

Source: Study mRNA-1273-P204 Table 14.1.6.2 (23 May 2022). 


Table 42: Participant Age Group and Gender by Dose Level in Part Booster Dose 
(Safety Set) in the Ongoing mMRNA-1273-P204 Study (6 Years to < 12 Years) 


Elasomeran50 pg 
Primary Series- 
Booster 
Characteristic (N=1294) 
Agegroup Yearn O oS S 
AeYearn 0 OC SO oS 
D a T E 
S E T E 
E E 
D E A 
E E A 
D a OC T E 


EE 
E E 
S 
Ke | 


1 
10 
11 


ModernaTX, Inc. Page 54 
EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 
Origina l/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 


Elasomeran50 pg 
Primary Series- 
Booster 


Characteristic (N=1294) 


Abbreviations: max = maximum; min = minimum; SD = standard deviation. 
Source: mRNA-1273-P204 Table 14.1.3.13.2 (23 May 2022). 


Table 43: Participant Race by Dose Levelin Part Booster Dose (Safety Set) in the 
Ongoing mRNA-1273-P204 Study (6 Years to < 12 Years) 


Elasomeran50 ug 
Primary Series- 
Booster 
Characteristic (N=1294) 
PRacen(%) OOOO O O S 


Source: mRNA-1273-P204 Table 14.1.3.13.2 (23 May 2022). 


Table 44: Participant Ethnicity by Dose Levelin Part Booster Dose (Safety Set)in the 
Ongoing mRNA-1273-P204 Study (6 Years to < 12 Years) 


Elasomeran50 ug 
Primary Series - 
Booster 
Characteristic (N=1294) 


Ethnicity, n (%) 


C 


Source: mRNA-1273-P204 Table 14.1.3.13.2 (23 May 2022). 


In mRNA-1273-P204,a total of 224 children 2 years to < 6 years of age were treated in Part 1 
(69 elasomeran 25 ugand 155 elasomeran 50 ug) and 4038 children 2 years to < 6 years of age 
were treated in Part 2 (3031 elasomeran25 ugand 1007 placebo) (Table 45 to Table 52). 
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Table 45: Summary of Study Duration by Dose Levelin Part 1 (Safety Set) in the 
Ongoing mRNA-1273-P204 Study (2 Years to < 6 Years) 


Elasomeran Elasomeran 
25 peg 50 peg Total 
(N=69) (N=155) (N=224) 


[Study durationfiomdose days | STS 
Study duration fromdose2,aays [TCC 


Abbreviations: max = maximum; min = minimum. 

Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.5.1 

Data from ongoingtrial as of 21 February 2022. 


> 56 days since second injection,n (%) 69 (100) 155 (100) 224 (100) 


Table 46: Summary of Blinded Study Durationin Part 2 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (2 Years to < 6 Years) 


Elasomeran 
25 pg Placebo Total 
(N=3031) (N=1007) (N=4038) 
| Study durationfromdose 1,days | | 
[Study durationfromdose2,days | | 


Abbreviations: max = maximum; min = minimum. 

Percentages are based on the number of participants in the Part 2 Safety Set. 

Participants received second injection after unblinding date are excluded. Study duration from second injection is 0 days for 
participants who received second injection with same unblinding date. 

Source: Study mRNA-1273-P204 Table 14.1.5.2 

Data from ongoingtrialas of21 February 2022. 
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Table 47: Participant Age Group and Gender by Dose Levelin Part 1 (Safety Set) in 
the Ongoing MRNA-1273-P204 Study (2 Years to < 6 Years) 


Elasomeran Elasomeran 
25g 50 pg Total 
Characteristic (N=69) (N=155) (N=224) 


Age group.a(% cae Saari eeemaretariae 


P 2610.8) | D6) | 
> 36 months and<6 years 60 (87.0) 129 (83.2) 189 (84.4) 


ex,n(%) Oooo o O O 
Male 36 (52.2) 80 (61.6) 1161.8) 
Female 33 (47.8) 75 (48.4) 108 (48.2) 


Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.1.1 
Data from ongoingtrial as of 21 February 2022. 


=2 yearsand=36 months i =O) 


Table 48: Participant Age Group and Gender in Part2 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (2 Years to < 6 Years) 


Elasomeran 
25 ug Placebo Total 
Characteristic (N=3031) (N=1007) (N=4038) 


Age group, n(%) eee eee ere 
Sex, n (A) ae a 


Abbreviations: IRT = interactive response technology. 

Percentages are based on the number of participants in the Part 2 Safety Set. 

Some participants <2 years were included in the > 2 to 6 year subgroup, likely because of coincident enrollment of bothage 
groups, entry errors at the time of randomization and other limitations of the IRT system. 

Source: Study mRNA-1273-P204 Table 14.1.3.2 

Data from ongoingtrialas of 21 February 2022. 


Table 49: Participant Race by Dose Levelin Part 1 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (2 Years to < 6 Years) 


Elasomeran Elasomeran 
25g 50 pg Total 
Characteristic (N=69) (N=155) (N=224) 


Race, n (%) Ee, eee eae 
White 49 (71.0) 133 (85.8) 182 (81.3) 
Black 3 (43) 7 (45) 10 (45) 


America n Indian or Alaska Native 


eS ES ee) (es 
Native HawaiianorotherPacificIslander | 0 ë | o0 ë f 0 
Multira cial 343) 106.5) 136.38) 
Other 


Asian 
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Elasomeran Elasomeran 


25 wg 50 ug 
Characteristic (N=69) 


Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.1.1 
Data from ongoingtrial as of 21 February 2022. 


Table 50: Participant Race in Part 2 (Safety Set) in the Ongoing mRNA-1273-P204 


Study (2 Years to < 6 Years) 
Elasomeran 
25 ug Placebo Total 
(N=3031) (N=1007) (N=4038) 


Percentages are based on the number of participants in the Part 2 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.2 
Data from ongoingtrial as of 21 February 2022. 


Table 51: Participant Ethnicity by Dose Levelin Part1 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (2 Years to < 6 Years) 


Elasomeran Elasomeran 
(N=69) (N=155) (N=224) 


Unknown 


Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.1.1 
Data from ongoing trial as of 21 February 2022. 


Table 52: Participant Ethnicity in Part 2 (Safety Set) in the Ongoing MRNA-1273-P204 
Study (2 Years to < 6 Years) 


Elasomeran 
25g Placebo Total 
Characteristic (N=3031) (N=1007) (N=4038) 
ene 


433 (14.3) EPTICAD 375143) 
Not Hispanic or Latino 2579 (85.1) 856 (85.0) 3435 (85.1) 
1405) 50.8) 220.5) 


ModernaTX, Inc. Page 58 
EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 
Origina I/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 


Elasomeran 
25g Placebo Total 


Characteristic (N=3031) (N=1007) (N=4038) 


Percentages are based on the number of participants in the Part 2 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.2 
Data from ongoingtrial as of 21 February 2022. 


A total of 150 children 6 months to <2 years of age were treated in Part 1 (elasomeran 25 yg) and 
2350 children 6 months to <2 years of age were treated in Part 2 (1761 elasomeran 25 ug and 
589 placebo) (Table 53 to Table 60). 


Table 53: Summary of Study Duration by Dose Levelin Part 1 (Safety Set) in the 
Ongoing mRNA-1273-P204 Study (6 Months to < 2 Years) 


Elasomeran 


25 ug 
(N=150) 
>7 days since first injection, n (%) 
> 35 days since first injection,n (%) 
> 56 days since first injection,n (%) 
> 7 dayssince second injection,n (%) 
> 28 days since second injection,n (%) 
> 56 days since second injection,n (%) 
> 140 days sincesecond injection, n (%) 
Study duration from dose 1, days ee 
M aa 
Study duration from dose 2, days Pe 
Median (min, max) 


Abbreviations : max = maximum; min = minimum. 

Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.5.1 

Data from ongoingtrial as of 21 February 2022. 


Table 54: Summary of Blinded Study Durationin Part2 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (6 Months to <2 Years) 


Elasomeran 
25 ug Placebo Total 
Duration of Exposure (N=1761) (N=589) (N=2350) 


Received first injection, n(%) 1761 (100) 589 (100) 2350 (100) 
Received second injection,n (%) 1601 (90.9) 528 (89.6) 2129 (90.6) 
>7 days since first injection, n(%) 1729 (98.2) 581 (98.6) 2310 (98.3) 
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Elasomeran 
25 ug Placebo Total 
Duration of Exposure (N=1761) (N=589) (N=2350) 


Study duration from dose 1, days fe: l 
98.0 (1,127) 


Median (min, max) | = 98.0(1,127) |  970(1,127) 98.0 (1,127) 
Study durationfromdose2days [| CCS 
Median (min, max) 68.0 (0,99) 68.0 (0,99) 68.0 (0,99) 


Abbreviations: max = maximum; min = minimum. 

Percentages are based on the number of participants in the Part 2 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.5.2 

Data from ongoingtrial as of 21 February 2022. 


Table 55: Participant Age Group and Gender by Dose Levelin Part 1 (Safety Set) in 
the Ongoing MRNA-1273-P204 Study (6 Months to < 2 Years) 


Elasomeran 
25 ug 
Characteristic (N=150) 


Age group,n(%) ed 
= 6 monthsand <T year 
ST yearand<2 years 
ex, n C) oo 
Male 
Female 


Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.1.1 
Data from ongoingtrial as of 21 February 2022. 


Table 56: Participant Age Group and Gender in Part2 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (6 Months to < 2 Years) 


Elasomeran 
25 ug Placebo Total 
Characteristic (N=1761) (N=589) (N=2350) 


Age group, n(% ee | 
Sex, n (o) aa! Fic Se aan 


Abbreviations: IRT = interactive response technology. 
Percentages are based on the number of participants in the Part 2 Safety Set. 
Due to parallel enrollment of age groups, entry errors atthe time of randomization and other limitations of the IRT system, some 


participants who were =2 years old were included in the 6 months to < 2-years-old subgroup. 
Source: Study mRNA-1273-P204 Table 14.1.3.2 
Data from ongoingtrial as of 21 February 2022. 
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Table 57: Participant Race by Dose Levelin Part 1 (Safety Set) in the Ongoing 
mRNA-1273-P204 Study (6 Months to < 2 Years) 


Elasomeran 


[ee 
2) 
Ch) 
American Indian or Alaska Native 1 (0.7) 
ee ee 
10 (6.7) 
3 (2.0) 
Not reported ee y O 
10.7) 


Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.1.1 
Data from ongoing trial as of 21 February 2022. 


Table 58: Participant Race in Part 2 (Safety Set) in the Ongoing mRNA-1273-P204 
Study (6 Months to < 2 Years) 


Elasomeran 
25 ug Placebo Total 
Characteristic (N=1761) (N=589) (N=2350) 
) 


Racen(%) Cd CSS A CCS 
[AmericanIndianorAlaskaNatwe | 40) | © | 70) 
[Native HawaianorotherPacificIsaner | 0 J 0 0 __ 


Percentages are based on the number of participants in the Part 2 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.2 
Data from ongoingtrialas of21 February 2022. 


Table 59: Participant Ethnicity by Dose Levelin Part1 (Safety Set)in the Ongoing 
mRNA-1273-P204 Study (6 Months to < 2 Years) 


Elasomeran 


25 ug 
(N=150) 


15 (10.0) 
134 (89.3) 
ee 


Percentages are based on the number of participants in the Part 1 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.1.1 
Data from ongoing trial as of 21 February 2022. 
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Table 60: Participant Ethnicity in Part 2 (Safety Set) in the Ongoing MRNA-1273-P204 
Study (6 Months to < 2 Years) 


Elasomeran 
25 ug Placebo Total 
-nar acteriie ey 761) ieee en 


u Ethnicity,n(%) S OE 


FHigpani S OEA E rey ory 
ee See 
[Notreported o aai aon ary 


Percentages are based on the number of participants in the Part 2 Safety Set. 
Source: Study mRNA-1273-P204 Table 14.1.3.2 
Data from ongoingtrialas of21 February 2022. 


mRNA-1273-P304 study 


This is a Phase 3b, open-label study to evaluate the safety, reactogenicity, and immunogenicity of 
elasomeran SARS-CoV-2 vaccine in SOT recipients and Healthy controls. Approximately 240 
participants (220 adultkidney or liver transplantrecipients and 20 healthy controls) who are least 
18 years of age will be enrolled. AIlSOT recipients and healthy participants willreceive 2 doses 
of 100 ug of elasomeran 28 days apart. The SOT recipients will be offered the opportunity to 
receive a third dose of elasomeran at Day 85. Study Endpoints included Safety and Reactogenicity 
and adverse events for 12 months after the last dose. Immunogenicity endpoints included 
neutralizing and binding antibody titres as surrogate endpoints to predict clinical benefit. 


Table 61: Participants exposure by Age in mRNA-1273-P304 study 


>65 and <75 years 22 


Data from ongoing trial as of 17 Dec 2021. 


Table 62: Participant exposure by Gender in mRNA-1273-P304 study 


C A 


Data from ongoingtrialas of 17 Dec 2021. 


Table 63: Participant exposure by Racialgroupin mRNA-1273-P304 study 
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mwa ooo o ‘S 
[Native HawaianorOterPacifetsaner |  ě oo Oo 
wooo S oS 


Data from ongoingtrialas of 17 Dec 2021. 


Table 64: Participant exposure by Ethnicity in mRNA-1273-P304 study 


Ethnicity Participants (N) 


Data from ongoing trial as of 17 Dec 2021. 


mRNA-1273-P301 (Phase 3) 


The Phase 3 study (mRNA-1273-P301) is an ongoing pivotal two parts study. Part A is a 
randomized, stratified, observer-blind, placebo-controlled study to evaluate safety, efficacy, and 
immunogenicity of elasomeranin adults > 18 years of age conducted in the US. This study enrolled 
30,418 participants with no known history of SARS-CoV-2 infection, but whose location or 
circumstances putthem atappreciable risk of acquiring SARS-CoV-2 infection. Participants were 
randomly assigned to receive two injections of either 100 ug of elasomeran vaccine or a placebo 
control given 28 days apart in a 1:1 ratio. The study enrolled adults at increased risk of 
complications from COVID-19 based on pre-existing medical co-morbidities. The study enrolled 
participants with underlying medical conditions at increased risk of severe COVID -19 such as 
chronic lung disease, significant cardiac disease, severe obesity diabetes, liver disease, and HIV 
infection. The Part B Open-Label Observational Phase of the study was prompted by the 
authorization of a COVID-19 vaccine under EUA. Transitioning the study to Part B permitted all 
ongoing study participants to be informed of the availability and eligibility criteria of any COVID- 
19 vaccine made available under an EUA and the option to offer all ongoing study participants 
who request unblinding, an opportunity to schedule a Participation Decision Visit to know their 
original treatment assignment (placebo vs. elasomeran vaccine). The Part B Open-Label 
Observation Phase also provided the opportunity for EUA-eligible study participants who 
previously received placebo to actively request to receive 2 doses of elasomeran vaccine. 
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Table 65: Duration of Exposure in the Ongoing MRNA-1273-P301 Study (Part A) 


(N=15184) 

>= 28 and <56 Days Since Second Injection 
7499/49 
Study Duration from First Injection (Days) 
3060.03) 
Study Duration from Second Injection (Days) 
(73.7 6895) 

Minimum, Maximum 


Table 66: Age Groupand Gender in the Ongoing mRNA-1273-P301 Study (Part A) 


Age Group Elasomeran 
(N=15184) 
Adults, 18-64 years 11415 


Elderly, 65-74 years 3112 


Gender 


Fema le 


Source: mRNA-1273-P301 Tables 14.1.6.2.2 and 14.1.6.2.4(Data from ongoing trials as of 04 May 2021). 
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Table 67: Participant Race in the Ongoing MRNA-1273-P301 Study (Part A) 


(N=15184) 
es a 


656 


Multiple 320 


Source: mRNA-1273-P301 Table 14.1.6 2.5 and Table 14.1.6.2.1 (Data extraction date: 04 May 2021). 


Table 68: Participant Ethnicity in the Ongoing mRNA-1273-P301 Study (Part A) 


(N=15184) 


Source: mRNA-1273-P301 Table 14.1.6 2.6 and Table 14.1.6 2.1 (Data from ongoingtrials as of 04 May 2021). 


Table 69: Comorbidities in the Ongoing MRNA-1273-P301 Study (Part A) 


Age and Risk Group: > 18 and < 65 Years Elasomeran 
(N=15184) 


Age and Risk Group: > 65 Years 
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Source: mRNA-1273-P301 Table 14.1.6 2.8 (Data extraction date: 04 May 2021). 


Table 70: Risk Factors inthe Ongoing mRNA-1273-P301 Phase 3 Study (Part A) 


Age and Risk Group: > 18 and< 65 Years Elasomeran 
(N=15184) 


At least one risk factor(N) 2320 


Age and Risk Group: > 65 Years 
At least one risk factor(N) 

One risk factor 

Two risk factors 

Three risk factors 

Fourrisk factors 

Five risk factors 


Six risk factors 


source: mRNA-1273-P301 Table 14.1.6.2.9(Data extraction date: 04 May 2021). 


Table 71: Participants Age groupin the Ongoing mMRNA-1273-P301 Phase 3 Study 
(Part B) 


Placebo- Placebo- 
elasomeran Elasomeran Total elasomeran Elasomeran| Total 
(N=9,256) (N=11,415) (N=20671) | (N=3,392) (N=3,769) (N=7161) 
>=]8and | 9,256 11,415 20,671 
<65 Years | (100) (100) (100) 


>=65 and 
<70 Years 

>=70 and 1,206 
<75 Years (32.0) 


>=75 and 
<80 Years 


os a 


466 935 
(12.4) (13.0) 
191 402 
(5.1) (5.6) 
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Age Subgroup at Screening, n (%) 

>=18and | 9,256 11,415 20,671 
<65 Years | (100) (100) (100) 

>=65 and 2,712 3,112 5,824 
<75 Years (80.0) (82.6) (81.3) 


>=75 and 638 616 1,254 
<85 Years (18.8) (16.3) (17.5) 

>=85 42 41 83 
Years (1.2) (1.1) (1.2) 


Source: mRNA-1273-P301 Table 14.1.3.2.2.2 (Data extraction date: 04 May 2021). 


Table 72: Participants Risk Factors /Comorbidities in the Ongoing mRNA-1273-P301 
Phase 3 Study (Part B) 


Placebo- Placebo- 


elasomeran éasómeran Elasomeran Total 
(N=9,256) (N=11,415) | (N=20,671) (N=3,392) (N=3,769) (N=7,161) 


Age and Health Risk for Severe COVID-19, n (%)* 


>=18 and <65 | 7082 8890 15,972 2 2 
Years and Not | (76.5) (77.9) (77.2) (<0.1) (<0.1) 
at 

Risk 
>=18 and <65 2173 2524 4,697 3 6 9 
Risk 


Risk Factor for Severe COVID-19 at Screening, n (%o)** 


ChronicLung | 435 473 908 223 239 462 
Disea se (4.7) (4.1) (4.4) (6.6) (6.3) (6.4) 


Significa nt 266 321 587 409 441 850 
Cardiac Disease| (2.9) (2.8) (2.8) (12.1) (11.7) (11.8) 


en ] ] 2 3387 3763 7150 
(<0.1) (<0.1) (<0.1) (99.9) (99.8) (99.8) 


786 896 1,682 139 174 313 
(8.5) (7.8) (8.1) (4.1) (4.6) (4.3) 


pane 780 919 1699 499 541 1040 
ae (8.4) (8.1) (8.2) (14.7) (14.4) (14.5) 

ee 60 84 144 23 20 43 

Hermes | 60.6) (0.7) (0.7) (0.7) (0.5) (0.6) 


Severe Obesity 


ModernaTX, Inc. Page 67 
EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 
Origina I/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 


Placebo- Elasomeran| Total Placebo- Elasomeran Total 


elasomeran (N=11,415) | (N=20,671) elasomeran (N=3,769) (N=7,161) 


(N=9,256) (N=3,392) 


Parvin en 77 144 17 =n 


—— mRNA- IGS -P301 Table 14.1.3.2.2.2 (Data extraction date: 04 May 2021). 

* Based on stratification factor from IRT, subjects who are < 65 years old are categorized as atrisk for severe COVID-19 
illness if they have at least 1 ofthe risk factors specified in the study protocol at Screening. 

** Subjects could be under one or more categories, and are counted once at each category. 


Table 73: Participants Gender in the Ongoing mMRNA-1273-P301 Study (Part B) 


Placebo- Placebo- 

elasomeran| Elasomeran| Total elasomeran| Elasomeran| Total 

(N=9,256) | (N=11,415) | (N=20671) | (N=3,392) (N=3,769) (N=7161) 
Sex, n (%) 


Male 4799 5841 10,640 1864 2077 3941 
(51.8) (51.2) (51.5) (55.0) (55.1) (55.0) 

Female 4457 5574 10,031 1528 1692 3220 
(48.2) (48.8) (48.5) (45.0) (44.9) (44.9) 


Source: mRNA-1273-P301 Table 14.1.3.2.2.2 (Data extraction date: 04 May 2021). 


Table 74: ee Race in the Ongoing mRNA-1273-P301 Study (Part B) 


Stk and $year, Placebo- 
elasomeran Elasomeran Total elasomeran Elasomeran Total 
(N=9,256) (N=11,415) | (N=20671) | (N=3,392) (N=3,769) (N=7161) 
White 7057 8654 15,711 3031 3380 6411 
(76.2) (75.8) (76.0) (89.4) (89.7) (89.5) 
Black or African | 1075 1345 2420 204 222 426 
American (11.6) (11.8) (11.7) (6.0) (5.9) (5.9) 


Asian 467 589 1056 126 
(5.0) (5.2) (5.1) 7) A 8) (1.8) 

American Indian 168 

or Alaska G 8) A 8) (0.8) a 7) a 6) 6) 
Native 
Native Hawaiian 

or Other Pi 2) . 3) s 3) a 1) P 1) x 1) 
Pacific Islander 
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| E e la i asl. 


Placebo- Placebo- 
elasomeran Elasomeran Total elasomeran Elasomeran Total 
(N=9,256) (N=11,415) (N=20671) | (N=3,392) (N=3,769) (N=7161) 


Multiracial 250 288 538 27 32 
(2.7) (2.5) (2.6) (0.8) (0.8) (0.8) 
Other 218 276 494 27 23 
(2.4) (2.4) (2.4) (0.8) (0.6) (0.7) 
Not Reported 51 84 135 12 13 25 
(0.6) (0.7) (0.7) (0.4) (0.3) (0.3) 
Unknown 43 54 97 5 8 13 
(0.5) (0.5) (0.5) (0.1) (0.2) (0.2) 


Source: mRNA-1273-P301 Table 14.1.3.2.2.2 (Data extraction date: 04 May 2021). 


Table 75: Participant Ethnicity in the Ongoing mRNA-1273-P301 Study (Part B) 


>=18 and <65 Years >=65 Years 


Placebo- Placebo- 
elasomeran | Elasomeran | Total elasomeran | Elasomeran| Total 
(N=9256) (N=11415) | (N=21671) | (N=3392) (N=3769) (N=7161) 


Ethnicity, n (%) 


Hispanic or 2222 2768 4990 275 354 629 
Latino (24.0) (24.2) 23.0) (8.1) (9.4) (8.8) 


Not Hispanic | 6961 8549 15510 3079 3371 6450 
or Latino (75.2) (74.9) (71.5) (90.8) (89.4) (90.1) 
Jot Reported | 43 72 115 25 33 58 
(0.5) (0.6) (0.5) (0.7) (0.9) (0.8) 
Unknown 30 26 64 3 TI 24 
(0.3) (0.2) (0.3) (0.4) (0.3) (0.3) 


Source: mRNA-1273-P301 Table 14.1.3.2.2.2 (Data extraction date: 04 May 2021). 


mRNA-1273-P205 study 


Study mRNA-1273-P205 is an ongoing, open-label, Phase 2/3 study that is evaluating the 
immunogenicity, safety, and reactogenicity of mRNA vaccine boosters for SARS-CoV-2 variants 
including mRNA-1273.211, mRNA-1273 (Spikevax), mRNA-1273.617.2, mRNA-1273.213, 
mRNA-1273.529, mRNA-1273.214 (Spikevax bivalent Original/Omicron BA.1), and mRNA- 
1273-222 (Spikevax bivalent Original/Omicron BA.4-5). 


The study consists of 7 parts: A, (1, 2), B, C, D, E, F, G, and H covering the following vaccines 
and doses: 


Part A.1: 50 ug mRNA-1273.211and 100 pemRNA-1273.211 
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Part A.2: Second booster dose 50 ug mRNA-1273.214: Participants who received 
mRNA-1273.211 50 ug as a first booster dose in Part A. 


Part B: 100 ngmRNA-1273 

Part C: 50 ug mRNA-1273.617.2 and 100 ugmRNA-1273.617.2 
Part D: 50 ug mRNA-1273.213 and 100 ug mRNA-1273.213 
Part E: 100 ug mRNA-1273.213 


Part F - Cohort 1- 50 ug mMRNA-1273.529: Participants who previously received 100 ug mRNA 
1273 primary series and have not received a mRNA-1273 booster dose previously. 


Part F - Cohort 2, Second booster dose 50 ug mRNA-1273.529 or 50 ug MRNA-1273 dose: 
Participants who previously received 100 ng mRNA-1273 primary series anda booster dose of 
50 ug MRNA-1273 


Part G — Second booster dose 50 ug mRNA-1273.214: Participants who received 100 ug 
mRNA-1273 primary series and a booster dose of 50 ug mRNA-1273 


Part H - Second booster dose 50 ug mRNA-1273.222: Participants who received 100 pg 
mRNA-1273 primary series and a booster dose of 50 ug mMRNA-1273 


In total, 895 adults were treated with mRNA-1273.211 in Part A of the study including 300 adults 
treated with 50 ug MRNA-1273.211 and 595 adults treated with 100 pngmRNA-1273.211 up to 2 
February 2022 (Table 76 to Table 79). 


A further 437 adults were treated with Spikevax bivalent (50 ug elasomeran/imelasomeran) in Part 
G of the study and 377 adults were treated with Spikevax (50 ug elasomeran) in Part F (Cohort 2), 
up to 27 April 2022 (Table 80 to Table 83). In Part H enrolment is currently ongoing. 


Table 76: Duration of Exposure in the Ongoing MRNA-1273-P205 Study (Part A) 


mRNA-1 273.211 mRNA-1273.211 Total 
50 peg 100 ug mRNA-1273.211 
(N=300) (N=595) (N=895) 


Nombroses fT 
[Received Injection | soam f sao | saoo J 


Q 
98 


> 4 Months Since Injection 99 (99 
[=TOMonthsSinceTajection | O 0o oO oooO ooo ooo oo 
ooo S d S G E 


oQ 
og oq og oq \O 


Q 
Q 
O 
Q 
O 
Q 
O 
Q 
O 


O Q 
| 08408.86) | 


4 
0 (98 
Q 


od 
O 
C) 


4 


Abbreviations: max = maximum; min = minimum. 
1 Month= 30.4375 Days 
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Percentages are based on the number of subjects in the Safety Set 

This interim analysis includes Part A subjects (mRNA-1273.211)immunogenicity data up to Day 181 visit. The data cutoff date 
for safety and SARS-CoV-2 infection is 02Feb2022. 

Source: Study P205 Table 14.1.6.1 


Table 77: Age Groupand Gender in the Ongoing mMRNA-1273-P205 Study (Part A) 


mRNA-1 273.211 mRNA-1273.211 Total 
50 neg 100 ug mRNA-1273.211 
(N=300) (N=595) (N=895) 


Age group,n (% 


CE, ee ee | 
> T8 yearsand <65 years 238 09.3 449 (755 687 (76-8 


6200.7 46045 708032 


Gender, n (% 


KO A A 
EEIGEE ToT 3970A 
1670657 331656 798065.5 


Percentages are based on the number of subjects in the Safety Set. 

This interim analysis includes Part A subjects (mRNA-1273.211)immunogenicity data up to Day 181 visit. The data cutoff date 
for safety and SARS-CoV-2 infection is 02Feb2022. 

Source: Study P205 Table 14.13.1 


Table 78: Participant Race in the Ongoing mMRNA-1273-P205 Study (Part A) 


mRNA-1 273.211 mRNA-1273.211 Total 
50 ug 100 ug mRNA-1273.211 
(N=300) (N=595) (N=895) 
es S O 


|Racen(%) Cd | Race,n (%) SY 


— 


Native Hawaiian or Other Pacific 1 (0.2) 1 (0.1) 
Islander 


| Unknown Cd SCC OD) E S 


Percentages are based on the number of subjects in the Safety Set 

This interim analysis includes Part A subjects (mRNA-1273.211)immunogenicity data up to Day 181 visit. The data cutoff date 
for safety and SARS-CoV-2 infection is 02Feb2022. 

Source: Study P205 Table 14.13.1 


Table 79: Participant Ethnicity in the Ongoing MRNA-1273-P205 Study (Part A) 


mRNA-1 273.211 mRNA-1273.211 Total 
50 neg 100 ug mRNA-1273.211 
(N=300) (N=595) (N=895) 
Ethnicity, n (%) 


pee Ne eee 
[NotRepoted ë ë o0 ë f 40n | 409 
mom CT S o S o SSS 


Percentages are based on the number of subjects in the Safety Set. 
This interim analysis includes Part A subjects (mRNA-1273.211)immunogenicity data up to Day 181 visit. The data cutoff date 
for safety and SARS-CoV-2 infection is 02Feb2022. 
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Source: Study P205 Table 14.13.1 


Table 80: Duration of Exposure in the Ongoing MRNA-1273-P205 Study (Part G/ 
Part F Cohort 2) 


PartG PartF Cohort2 
Elasomeran/Imelasomeran Elasomeran 
50 ug 50 ug 
(N=437) (N=377) 


Numberof subjects,n (%) 


fe ee 
[36 DaysSincelnjecton | č 0 ë | so 
C =2 MonthsSince Injection | č č 0o o ă | m00) 
[3 MonthsSinceInjection — | č 0o ă ë 0o o 
[Follow up Time from Injection(Days) | č ć  ăãž ë o SSS 
Abbreviations: max = maximum; min = minimum. 
1 Month=30.4375 Days 
Percentages are based on the number of subjects in the Safety Set. 
This interim analysis includes Part F Cohort 2 (elasomeran) and Part G subjects (elasomeran/imelasomeran) immunogenicity data 
upto Day 29 visit. The data cutoff date for safety and SARS-CoV-2 infection is 27Apr2022. 
Source: Study P205 Table 14.1.6.1.8 


Table 81: Age Group and Gender in the Ongoing mRNA-1273-P205 Study (Part G/ 
Part F Cohort 2) 


PartG PartF Cohort 2 
Elasomeran/Imelasomeran Elasomeran 


KAO A 


Percentages are based on the number of subjects in the Safety Set. 

This interim analysis includes Part F Cohort 2 (elasomeran) and Part G subjects (elasomeran/imelasomeran) immunogenicity data 
upto Day 29 visit. The data cutoff date for safety and SARS-CoV-2 infection is 27Apr2022. 

Source: Study P205 Table 14.13.1.8 


Table 82: Participant Race in the Ongoing MRNA-1273-P205 Study (Part G/Part F 
Cohort 2) 


PartG PartF Cohort2 
Elasomeran/Imelasomeran Elasomeran 
50 ug 50 ug 


(N=437) (N=377) 


Raven%) ee ee 
3ET872 32285A 
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Percentages are based on the number of subjects in the Safety Set 

This interim analysis includes Part F Cohort 2 (elasomeran) and Part G subjects (elasomeran/imelasomeran) immunogenicity data 
up to Day 29 visit. The data cutoff date for safety and SARS-CoV-2 infection is 27Apr2022. 

Source: Study P205 Table 14.13.1.8 


Table 83: Participant Ethnicity in the Ongoing mMRNA-1273-P205 Study (Part G/ 
Part F Cohort 2) 


PartG PartF Cohort 2 
Elasomeran/Imelasomeran Elasomeran 


Ethnicity, n (%) 
Hispanic orLa tino 


Percentages are based on the number of subjects in the Safety Set 

This interim analysis includes Part F Cohort 2 (elasomeran) and Part G subjects (elasomeran/imelasomeran) immunogenicity data 
up to Day 29 visit. The data cutoff date for safety and SARS-CoV-2 infection is 27Apr2022. 

Source: Study P205 Table 14.13.1.8 


Part II: Module SIV — Populations Not Studied in Clinical Trials 
SIV.1 Exclusion Criteria in Pivotal Clinical Studies Within the Development Program 


Participants were excluded from the studies according to the general criteria listed below. Detailed 
descriptions of all exclusion criteria are provided in the individual protocols. 


Table 84: Important Exclusion Criteria in Pivotal Studies Across the Development 
Program 


Included as 

Missing Rationale (ifnotincluded 
information| as missing) 

(Yes/No) 

Paediatric Clinica ldevelopment pro grams generally A paediatric investigation 


Criterion Reason for Exclusion 


participants. investiga te first the benefit-risk in adults. plan was agreed upon bythe 
In adults, the risk of symptomatic and Agency. Respective studies 
severe COVID-19 disease is higher. are ongoing in paediatric 
patient groups ages 6 
months to <12 years and 12 
years to < 18 years. 
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Criterion 


Pregnant/Lactating 
women. 


Acutely ill/febrile 
(temperature 
>38°C/100.4°F) 
prior to screening 
visit. 


Known or suspected 
allergy orhistory of 
anaphylaxis, 

urtica ria , orother 
significa nt adverse 
reaction to the 
vaccine orits 
excipients. 


Bleeding disorder 
considereda 
contra indicationto 
intra muscular 
injection or 
phlebotomy. 


Known history of 
SARS-CoV-2 
infection 


Of note,in Phase 3 
mRNA-1273-P301 
study seropositive 
participants are not 
excluded from 
enrolment,although 
they are excluded 
from the Per- 
Protocolcohort. 


Has received or 
plans to receive a 
non-study vaccine 
within 28 days prior 
to orafterany dose 
of IP (except for 


Reason for Exclusion 


Clinica | development generally first 
demonstrates safetyand efficacy in non- 
pregna ntand lactating women. 


Allowance of these conditions would 
confound assessment of safety and these 
febrile participants might a lready be 
infected with SARS-CoV-2. 


Participants with medicalhistory 
significa nt fora llergic reactions following 
the vaccine or its excipients are at 
increasedrisk forhypersensitivity 
reactions when receiving another vaccine. 


Participants have a potentialrisk of 
hematomadueto the punctureof thedeep 
tissues. Allowance of these conditions 
would confound assessmentof safety. 


Allowance of this condition would 
confound assessment of safetyand 
efficacy. 


Allowance of this condition would 
confound assessment of safetyand 
efficacy. 


Included as 
Missing 
information 
(Yes/No) 
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Rationale (if notincluded 
as missing) 


Not applicable. 


Itis common medical 
practice to not administer 
vaccines in febrile 
participants. Febrile 
participants with minor 
illnesses could be enrolled at 
the discretion of the 
investiga tor. This is 
managed with the product 
prescribing information. 


Itis commonmedical 
practice to not administera 
new vaccine in participants 
who have history of 
significa nt allergic reactions 
to the vaccine orits 
excipients. 


Itis commonmedical 
practice to not administera 
productby theintramuscular 
route in participants with 
coagulopathy or bleeding 
disorders although theuse of 
a needle with proper gauge 
can decreased the risk. 


Baseline SARS-CoV-2 
status was negative formost 
participants in Study 
mRNA-1273-P301. Testing 
occurred on the day of 
vaccination with Dose 1, 
and results were available 
subsequently. In the Safety 
Set, 347 participants in the 
elasomerangrouphad 
positive baseline SARS- 
CoV-2 status (Source Table 
14.1.3.2.2). 


Not applicable. 
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Criterion 


seasonalinfluenza 
vaccine which is not 
permitted within 

14 days before or 
afterany doseof 
vaccine). 


Immunosuppressive 
orimmunodeficient 
state,asplenia, 
recurrent severe 
infections (HIV 
positive participants 
with CD4+T-cell 
count >350 
cells/mm? andan 
undetectable HIV 
viralload within the 
past year [low level 
variations from 50- 
500 viral copies 
which do not leadto 
changes in 
antiretroviral 


therapy are 
permitted). 


Has received 
systemic 
immunosuppressants 
or immune- 
modifyingdrugs for 
> 14 days in total 
within 6 months 
prior to Screening 
(forcorticosteroids 
> 20 mg/day of 
prednisone 
equivalent). 


Has received 
systemic 
immunoglobulins or 
blood products 
within 3 months 
prior to the day of 
screening. 


Has donated 

> 450 mLofblood 
products within 

28 days priorto 
Screening. 


Reason for Exclusion 


Allowance of these conditions would 
confound assessment of efficacy. 


Allowance of these conditions would 
confound assessment of efficacy. 


Allowance of these conditions would 
confound assessment of efficacy. 


Allowance of these conditions would 
confound assessment of safety. 


Included as 
Missing 
information 
(Yes/No) 
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Rationale (ifnotincluded 
as missing) 


Participants with stable HIV 
infection were enrolled in 
Study mRNA-1273-P301 
(n=176). The smallnumber 
of participants precludes 
complete assessment ofrisk. 


Not applicable. 


Not applicable. 


It is commonpractice to not 
give blood priorto entry ina 
clinica | tria 1. There is no 
suspected biologicalreason 
to expect the safety or 
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Included as 

Missing Rationale (ifnotincluded 
information| as missing) 

(Yes/No) 


Criterion Reason for Exclusion 


efficacy of elasomeranin 
these participants would be 
differentfrom therest of the 
population receiving 
elasomeran. 


SIV.2 Limitations to Detect Adverse Reactions in Clinical Trial Development Program Rare 


Adverse Drug Reactions 


The vaccine exposed population of the Phase 3 mRNA-1273-P301 study allowed the detection of 
rare events with a frequency of 1/10,000 persons or 0.01%. Most rare AEs of special interest 
(AESIs) for post-marketing safety surveillance have incidence rates lower than the 2/10,000 
persons or 0.02%. 


Adverse Drug Reactions of Long Latency 


The currentvaccination regimen for the elasomeran vaccine consists of two doses administered 28 
days apart. There is no prolonged exposure to elasomeran. The delivered mRNA does not enter 
the cellular nucleus or interact with the genome, is nonreplicating, and is expressed transiently, 
with a rapid degradation of the mRNA as demonstrated in the nonclinical biodistribution study; 
thus, no long-term sequalae due to vaccine exposure are expected. 


In both the elasomeran injection group and the placebo group in the Phase 3 mRNA-1273-P301 
study, the median follow-up time after randomization for the entire period up to the data cut-off 
for database lock (including Part A and Part B) was 212 days (range: 1 to 243 days). The median 
duration of follow-up from randomization to the PDV/unblinding (i.e., Part A) before the data cut- 
off date was 148 days (range: 30 to 241 days). For participants who received both injections, the 
median duration of follow-up after the second injection to the data cut-off for database lock 
(including Part A and Part B) was 183 days (range: 1 to 218 days), or approximately 6 months. 
Therefore, with additional follow up time there has been more opportunity to observe potential 
adverse drug reactions (ADRs) that might occur with more prolonged latency. 


SIV.3 Limitations in Respect to Populations Typically Under-Represented in Clinical 
Trial Development Program 


Table 85: Exposure of Special Populations Included or Not in Clinical Trial 
Development Program 


Type of Special Population 


Paediatric participants Studies are ongoing in paediatric patient groups ages 6 months to< 12 


yearsand 12 years to < 18 years. Clinica | trial data from Study 


mRNA-1273-P203that includes 12 years to<18 years participants are 
presented in this RMP. On 23 Jul 2021, EMA (CHMP) has 
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Pregnant women 


recommended gra nting an extension of indication forthe COVID-19 
vaccine Spikevax (previously COVID-19 Vaccine Moderna) to include 
use in children aged 12 to 17 years. In ongoing Study mRNA- 
1273-P204, 751 children 6 to< 12 yearsofage have been exposed 
to elasomeran (380 elasomeran 50 ugand371 elasomeran 100 pg) in 
Part 1 (Table 14.1.5.1) and 4002 children 6 to <12 years of age (3007 
elasomeran 50 ug and 995 pla cebo) in Pa rt 2 (Table 14.1.5.2 (Data 
extractiondate: 10 November 2021)). A totalof 1294 children 6 to < 
12 years of age were administered a booster dose (elasomeran 25 ug) 
in the Booster Dose Phase of the study (Table 14.1.6.2 (Data 
extraction 23 May 2022)). On 02 March 2022, EMA (CHMP) 
recommended gra ntinganextension of indication for the COVID-19 
vaccine Spikevax to include usein children aged 6 to 11 years. 

In Study mRNA-1273-P204, a total of 224 children 2 to <6 years of 
age were exposed to elasomeran (69 elasomeran 25 ug and 155 
elasomeran50 wg) in Part 1 (Table 14.1.5.1)and4038 children 2 to <6 
years of age were treated in Part 2 (3031 elasomeran 25 uga nd 1007 
placebo) (Table 14.1.5.2 (Data extraction date: 21 February 2022). 
Furthermore, 150children 6 months to <2 years of age were exposed 
to elasomeran 25 ugin Part 1 (Table 14.1.5.1) and 2350 children 6 
monthsto<2 years of age were treated in Part 2 (1761 elasomeran 
25 ug and 589 placebo) (Table 14.1.5.2 (Data extraction date: 21 
Februa ry 2022)). 


Pregnant women were excluded from the clinical trials, although a 
smallnumber of pregnancies were reported in the elasomeran clinical 
program. As of the data lock point of this RMP, in mRNA-1273-P301 
Part A, 16 pregnancies were reported in the elasomeran group and 11 
pregnancies were reported in the placebo group. Of the outcomes 
known as of 04 May 2021, 1 participant in the placebo group 
experienced a live birth. The participant was induced due to 
polyhydramnios and gestational diabetes and the child was noted as 
having congenitalanomalies. Five participants (2 in the elasomeran 
group and 3 in the placebo group) experienced spontaneous 
abortion/miscarria ge. In Part B, pregnancy was reported for 18 
participants whoreceived elasomeran in Part A and 19 participants who 
received placebo in Part Aand elasomeran in Part B. Among the few 
known outcomes, spontaneous abortion/miscarria ge was reported for 1 
participant in the ela someran group and 3 participants in the pla cebo- 
elasomeran group; elective termination was reported for 1 participant 
in the placebo—elasomeran group. There is limited experience with use 
of Spikevax in pregnant women. A developmentaland reproductive 
study with elasomeran in female Sprague-Dawley rats was compkted 
in December2020 with no adverse findings. Animal studies do not 
indicate direct or indirect harmfuleffects with respect to pregnancy, 
embryo/foetal development, parturition or post-natal development. 
Administration of Spikevax in pregnancy should only be considered 
when the potential benefits outweigh any potential risks forthe mother 
and foetus. 
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Breastfeeding women 


Lactating women were excluded from clinical trials. There have been 
no reports of women taking elasomeran while breastfeeding in the 
elasomeran clinical program. It is unknown whether Spikevax is 
excreted in human milk. Data are notavailable to assess the effects of 
Spikevax onthe breastfed infant or on milk production/excretion. 


Participants with relevant comorbidities* 


Participants with hepatic impairment! 


Participants with renalimpaiment 


Participants with cardiovascular 
impa irment? 


Immunocompromised participants 


Participants with a disease severity 
different from inclusion criteria in 
clinica I tria ls 

Popula tion with relevant different ethnic 
origin 


Subpopulations carryingrelevant genetic 
polymorphisms 


In the clinical tria lmRNA-1273-P301 (Part A), 104 (0.7%) participants 
with hepatic disease have been exposed to elasomeran (Tabk 
14.1.6.2.8). While in mRNA-1273-P301 (PartB),83 (0.7%) in 
placebotelasomeranvaccine group and 104(0.7%) in mRNA vaccine 
group participants with hepatic disease have been exposed (Tabl 
14.1.3.2.2.2 (Data extraction date: 04 May 2021)). 


A Phase 3b open-labelsa fetyandimmunogenicitystudy(elasom eran - 
Study mRNA-1273-P304) in target population of approximately 220 
adult solid organ transplant recipients is ongoing. 


In the Study mR NA-1 273 -P301 (Part A), 762 (5.0%) participants with 
significant cardiac diseases have beenexposed to elasomeran (Tabl 
14.1.6.2.8). While in mRNA-1273-P301 (Part B), 675 (5.3%) in 
placebotelasomeranvaccine group and 762 (5.0%) in mRNA va ccine 
group participants with significant cardiac diseases have been exposed 
(Table 14.1.3.2.2.2 (Data extraction date: 04 May 2021)). 


In the clinical development program, participants with 
immunosuppression were generally excluded. In Study mRNA-1273- 
P301 (Part A), participants with HIV who did not meet the exclusion 
criteria were enrolled. A totalof 94 (0.6%) participants with HIV were 
exposed to elasomeran (Table 14.1.6.2.8). While in mRNA-1273-P301 
(Pa rt B), 81 (0.6%) in placebo+ elasomeran vaccine group and 94 
(0.6%) in mRNA vaccine group participants with HIV were exposed 
(Table 14.1.3.2.2.2 (Data extraction date: 04 May2021)). A Phase 3b 
open-label safety and immunogenicity study (elasomeran -Study 
mRNA-1273-P304) in target population of approximately 220 adult 
solid organ transplant recipients is ongoing. 


Not applicable. 


While most participants enrolled in clinica | tria ls were White, 
participants from otherraces or ethnicities were also enrolled. In the 
Pha se 3 mRNA-1273-P301 study (Part A), 12034 (79.3%) participants 
were White, 1567 (10.3%) were Black or African American; 3122 
(20.6%) were Hispanic or Latino, and 656 (4.3%) were Asian (mRNA- 
1273-P301 study Table 14.1.6.2.5and Table 14.1.6.2.6). In the Phase 
2/3 Study mRNA-1273-P203, 2084 (83.8%) participants were White, 
83 (3.3%) were Black, 142 (5.7%) were Asia n, 118 (4.7%) were 
multira cialand 280 (11.3%) were Hispa nic or Latino (study mRNA- 
1273-P203 Table 14.1.3.13.1). 


Not applicable. 
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Participants > 75 years ofa ge In the Phase 3 mRNA-1273-P301 study (Part A), a total of 616 (4.1%) 
participants were 75 to 84 years of age and 41 (0.3%) were > 85 years 
of age (Table 14.1.6.2.4). In study P201 (Part A), a totalof 11 (2.75) 
participants were 75 to 84 years of age and 3 (0.8%) were > 85 years of 
age. 

Diabetes (Type 1, Type 2) In the Phase 3 mRNA-1273-P301 study (Part A), 1460 (9.6%) 
participants with diabetes have been exposed to elasomeran (Table 
14.1.6.2.8). While in mRNA-1273-P301 (Part B), 1279 (10.1%) 
in placebotelasomeran vaccine group and 1460 (9.6%) in mRNA 
vaccine group participants with dia betes have been exposed (Tabl 
14.1.3.2.2.2 (Data extraction date: 04 May 2021)). 


Chronic lung disease? In the Phase 3 mRNA-1273-P301 study (Part A), 712 (4.7%) 
participants with chronic lung disease have been exposed to elasomeran 
(Table 14.1.6.2.8). While in mRNA-1273-P301 (Part B), 658 (5.2%) in 


placebotelasomeranvaccine group and 712 (4.7%) in mRNA vaccine 
group participants with chronic lung disease have been exposed 
(Table 14.1.3.2.2.2 (Data extraction date: 04 May 2021)). 


Severe obesity (BMI>40 kg/m?) | In the Phase 3 mRNA-1273-P301 study (Part A), 1070 (7.1%) 
participants with severe obesity have been exposed to elasomeran 
(Table 14.1.6.2.8). While in mRNA-1273-P301 (Part B), 925 (7.3%) in 
placebotelasomeranvaccine group and 1070 (7.1%)in mRNAvaccine 
group participants with severe obesity have been exposed (Tabk 
14.1.3.2.2.2 (Data extraction date: 04 May 2021)). 


HIV infection In the Phase 3 mRNA-1273-P301 study (Part A), participants with HIV 

who did not meet the exclusion criteria havebeen enrolled. A total of 
94 (0.6%) participants with HIV have been exposed to elasomeran 
(Table 14.1.6.2.8). While in mRNA-1273-P301 (Part B),81 (0.6%)in 
placebo+elasomeran vaccine group and 94 (0.6%) in mRNA vaccine 
group participants with HIV have been exposed (Table 14.1.3.222 
(Data extraction date: 04 May 2021)). 

#* In the Phase 3 mRNA-1273-P301 study, comorbidities are defined as follows: 

‘Hepatic disease including cirrhosis; 

Significant cardiac disease such as heart failure, coronary artery disease, congenital heart disease, cardiomyopathies, and 

pulmonary hypertension; 

Chronic lung disease such as emphysema and chronic bronchitis, idiopathic pulmonary fibrosis and cystic fibrosis, or moderate 

to severe asthma. 


PartII: Module SV — Post-Authorisation Experience 


SV.1.1. Method Used to Calculate Exposure 


Moderna supply chain estimates are used to define the number of doses Spikevax distributed by 
country; however, administration data are tracked by health officials within countries receiving the 
vaccine. Therefore, Moderna estimates administration of Spikevax based on information retrieved 
through the US Centers for Disease Control and Prevention (https://covid.cdc. gov/covid-data- 
tracker/#vaccinations), the European Centres for Disease Control 
(https://qap.ecdc.europa.eu/public/extensions/CO VID-19/vaccine-tracker.html#distribution-tab), 
Health Canada (https://health-infobase.canada.ca/covid-19/vaccination-coverage/), the Swiss 
Federal Office of Public Health (https://www.covid19.admin.ch/en/epidemiologic/vacc-doses), 
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and Our World in Data (https://ourworldindata.org/covid-vaccinations) (data retrieved on 16 
February 2022). 


Cumulatively, as of 15 April2022, a total of 1,091,443,760 doses of Spikevax (previously COVID 
19 vaccine Moderna) have beendistributedto 88 countries, and an estimated total of 633,071,724 
doses of Spikevax had been administered. North America, Europe, and Asia accounted for >90% 
of Spikevax doses distributed and >70% of Spikevax doses administered (Table 86). 


SV.1.2. Exposure 


Table 86: Spikevax Doses Distributed and Administered through 15 April 2022 


Re Sea eee 
Total 091,443,760] ioo) 633,071,724] 100 | 
| North America f 450,657,000] 41| 236,433,382] 37 | 


Maasta | 2roozo| 19| 1osos12| 17 
e E 19] 10,106,500] 1.6 
[Govenmentidomtons | -| | toa 6s] 


Information ondistribution by sex, age, or receipt of Spikevax was not identifiable basedon 
information published by ECDC at the time that the data were accessed 
(https://qap.ecdc.europa.ew/public/extensions/COVID-19/vaccine-tracker.html#distribution-tab). 


PartII: Module SVI — Additional EU Requirements for the Safety Specification 


Not relevant for COVID-19 vaccines. 
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PartII: Module SVII — Identified and Potential Risks 


SVIL.1 Identification of Safety Concerns in the Initial RMP Submission 


Important potentialrisks Vaccine-associated enhanced disease (VAED) including vaccine-associated 
enhanced respiratory disease (VAERD) 


Missing information Jse in pregnancy and while breast-feeding 


om 


ong-term safety 


L 
U 


Jse in immunocompromised subjects 

nteraction with other vaccines 

Jse in frailsubjects with unstable health conditions andco-morbidities (e.g. 
hronic obstructive pulmonary disease (COPD), diabetes, chronic neurological 
isease, cardiovascular disorders) 

Jse in subjects with autoimmune orinflammatorydisorders 


— 


aod 


g 


SVII.1.1 Risks Not Considered Important for Inclusion in the List of Safety Concerns in the 
RMP 


Not applicable 


SVII.1.2 Risks Considered Important for Inclusion in the List of Safety Concerns in the 
RMP 


Not applicable 


SVII.2 New Safety Concerns and Reclassification With a Submission of an Updated 
RMP 


Study mRNA-1273-P204 is an ongoing Phase 2/3, two-part, dose-escalation (open-label), age de- 
escalation and randomised, observer-blind, placebo-controlled expansion study to evaluate the 
safety, tolerability, reactogenicity, and effectiveness of Spikevax in healthy children 6 months to 
less than 12 years of age. 


The study population was evaluated in 3 discrete age groups (6 years through 11 years, 2 years to 
<6 years, and 6 months to <2 years), assessing up to 3 dosage levels (25, 50, and 100 pg) of 
Spikevax in the primary series. For each of the three age groups, an open-label dose-finding (Part 
1) phase preceded a blinded, placebo-controlled (Part 2) phase which evaluated the selected dose 
of Spikevax in a placebo-controlled fashion. 


In all age groups, the most common solicited local adverse reaction was pain (post-dose 1 [PD1] 
and post-dose 2 [PD2]: 93% and 95% 6- to 11-year-olds; 61% and 71% 2- to 5-year-olds; 37% 
and 46% 6- to 23-month-olds; respectively). Local adverse reactions were mostly Grade 1-2 in 
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severity and lasted 2-3 days. Solicited systemic adverse reactions were more common PD2 than 
PD1 in all age groups. 


Among children, the mostcommon solicited systemic adverse reactions were headache (PD 1 and 
PD2: 31% and 54% 6- to 11-year-olds; 12% and 16% 37 months to 5 years; respectively) and 
fatigue (PD1 and PD2: 43% and 65% 6- to 11-year-olds; 40% and 48% 37 months to 5 years; 
respectively); amongyoungchildren fatigue was most common (PD1 and PD2: 37% and 35% 6- 
to 23-month-olds, respectively). Adverse reactions were mostly Grade 1-2 in severity with a 
median duration of 2-3 days. Among infants and toddlers, the most common solicited systemic 
adverse reactions were irritability/crying (PD1 and PD2: 68% and 64% 6- to 23-month-olds, 
respectively); events were mostly Grades 1-2 in severity with a median duration of 2-3 days. 
Solicited systemic adverse reactions in infants/toddlers 6- to 23-month-olds were similar to 
placebo. 


Fever was observed in ~25% of infants, toddlers, and children (6 months to 11 years) who received 
vaccine. Most fevers occurred within 2 days of vaccination, with a median duration of 1 day. 
Fevers > 40°C were rare, occurring only in the 2- to 5-year-olds (0.4%) and the 6- to 23-month 
olds (0.2%) age groups. Fever > 40°C also was of short duration, and the children often had 
symptoms of concurrent viral infections. 


During the 28-day follow-up period following any dose, lymphadenopathy-related events were 
reported by 1.5% of vaccine recipients and 0.2% of placebo recipients who were 6 through 23 
months of age, 0.9% of vaccine recipients and <0.1% of placeborecipients who were 2 through 5 
years of age, and by 1.8% of vaccine recipients and 0.6% of placeborecipients who were 6 through 
11 years of age. These events included lymphadenopathy, lymph node pain, injection-site 
lymphadenopathy, and vaccination-site lymphadenopathy which were plausibly related to 
vaccination. This imbalance is consistent with the imbalance observed for solicited axillary 
swelling/tenderess in the injected arm. 


During the 28-day follow-up period following any dose, hypersensitivity adverse events were 
reported in 3.9% of vaccine recipients and 5.3% of placebo recipients who were 6 through 23 
months of age, 3.5% of vaccine recipients and 2.5% of placebo recipients who were 2 through 5 
years of age, and 4.3% of vaccinerecipients and2.1% of placebo recipients who were 6 to 1 1 years 
of age. Hypersensitivity events in the vaccine group included injection site rash and injection site 
urticaria, which are likely related to vaccination. Delayed injection site reactions that began >7 
days after vaccination were reported in 1.2% of vaccine recipients and no placeborecipients who 
were 6 through 23 months of age, 1.4% ofvaccine recipients and <0.1% of placeborecipients who 
were 2 through 5 years of age, and 2.7% of vaccine recipients and in 0.2% of placebo recipients. 
Delayed injection site reactions included pain, erythema, and swelling and are likely related to 
vaccination. 


During the 28-day follow-up period following any dose, events of abdominal pain (including 
abdominal pain, abdominal pain upper, and abdominal pain lower) were reported by 0.7% of 
vaccine recipients and 0.4% of placebo recipients who were 2 through 5 years of age, andby 1.1% 
of vaccine recipients and 0.6% of placebo recipients who were 6 to 11 years of age. Currently 
available information is insufficient to determine a causal relationship with the vaccine. 


In the participants randomised to Spikevax, there were no deaths, cases of multisystem 
inflammatory syndrome in children (MIS-C), or myocarditis/pericarditis observed in any age 
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group; within 28 days of vaccination, no related serious adverse events (SAEs) were observed in 
children; 1 related SAE of fever/seizure was reported in the 6- to 23-month old age group. 


Overall, Spikevax was generally well tolerated in these groups and no new safety signals were 
identified. The safety data are consistent with events commonly seen in the paediatric population 
and with the reactogenicity known for Spikevax. No new safety concerns were identified. 


Following evidence of enhanced effectiveness of the adult booster dose (BD), study mRNA- 
1273-P204 was amendedto offer a BD (Spikevax, 25 ug) to all children enrolled in the 6 through 
11 years age group, which could be administered starting 6 months post-dose 2 of the primary 
series. 


Review of the safety data after BD in children between 6 through 11 years of age found that the 
reactogenicity profile compared favourably to the primary series particularly with Grade 3 and 
higher events (7.9% in booster group vs. 16.8% after any injection in primary series). Similarly, 
unsolicited AEs were reported less frequently after BD than after dosing in the primary series and 
demonstrated a similar safety profile. 


Injection-related reactions and infection-related events were the most commonly reported AEs and 
similar in profile to unsolicited AEs in the primary series. There was one SAE of abdominal pain 
occurring 16 days after BD of unclear aetiology that resolved in 24 hours and was considered not 
treatment-related by the Investigator. There were no cases of MIS-C or withdrawal from study 
participation reported after receipt of BD. One AESI of chest pain was reported (not meeting 
protocol-specified criteria) and of which cardiac origin was ruled out. 


No cases suggestive of myocarditis/pericarditis were identified using the cardiomyopathy 
standardised MedDRA Query (SMQ) and a pre-specifiedsearch algorithm to identify potentially 
missed cases. Overall, the findings were consistent with the known safety profile of Spikevax and 
events typically observed in a 6 through 11 years old paediatric population during the COVID-19 
pandemic. 


Overall, a review of the safety data after BD in children between 6 through 11 years of age this 
study did not identify any new safety concerns. 


Moderna will continue to closely monitor and characterise the safety of Spikevax in children in 
ongoing study mRNA-1273-P204 (Part II). 


Moderna has evaluated modified, variant-matched bivalent COVID-19 booster vaccines in adults 
as the SARS-CoV-2 evolves. The bivalent vaccines contain equal amounts of the mRNA encoding 
the ancestral SARS-CoV-2 spike and an antigenically divergent variant spike protein. Recent adult 
data demonstrate that mRNA-1273.214 (Spikevax bivalent Original/Omicron BA.1) elicited a 
superior antibody response against Omicron and a noninferior antibody response against the 
ancestral SARS-CoV-2, strain 28 days after immunisation, regardless of pre-booster SARS-CoV 
2 infection, as wellas a potent antibody response against the Omicron BA.4 and BA.5 subvariants. 
Data support for use of a BD in children 6 through 11 years and reinforces the appropriateness of 
extrapolation from adults to populations <18 years. Clinical data from the prototype Spikevax BD 
in children support authorisation of Spikevax booster formulations most relevant to prevailing 
public health needs, including Omicron-containing formulations. 


Moderna will continue to closely monitor and characterise the long-term safety of Spikevax 
bivalent vaccines in ongoing study mMRNA-1273-P205 (Part II). 
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SVIL.3 Details of Important Identified Risks, Important Potential Risks, and Missing 
Information 


Table 87: Presentation of Important Identified Risks 


Potential mechanisms Myocarditis is an under-diagnosed cardiac disease resulting from anyone 
of a broad range of infectious, immune, and toxic causes. Most cases of 
myocarditis are caused by infectious agents, toxic substances, drugs or 
autoimmune disorders. Hence, it is increasingly recognized that myocarditis 
is an inflammatory condition of the myocardium triggered by various factors 
rather than a distinct cardiovascular disease. Infectious causes include 
viruses, bacteria, Chlamydia, rickettsia, fungi, and protozoa. Noninfectious 
triggers have been identified such as toxins, auto immunes disease and 
hypersensitive reactions. Numerous medications like antipsychotics (e.g., 
cloza pine), antibiotics (penicillin, ampicillin, sulfonamides, tetracyclines), 
and antiphlogistic (e.g., mesalamine) can induce hypersensitivity 
eosinophilic myocarditis. Myocarditis has been reported following many 
differentvaccines including flu vaccine, however the smallpox vaccine has 
the strongest association. During the influenza epidemic of the winter 1998- 
1999 there were several reports of patients who had preceding flu-like 
symptoms and fever and developed cardiacinvolvement between 4 and7 
days after the onset of influenza symptoms (Onitsuka 2001). 

Evaluation ofthe post-authorizationsa fety data suggest a very rarerisk of 
myocarditis followingCOVID-19 vaccination, themechanisms involved 
in such vaccine-related myocarditis are not clear based onthe data 
currently available. 


Evidence source(s) andstrengthof | Data to evaluatethe safety concerwere derived from clinicaltrials and 
evidence the post-authorisa tion safety. 


Cha racterization ofrisk In Study mRNA-1273-P301 (Part A), there were 15,184 participants 
exposed to the elasomeran vaccine, and 15,166 participants in the placebo 
arm. There were no reported TEAEs of Myocarditis follow-up period after 
vaccination. No cases have been reported in Part B of the study (CSR 
mRNA-1273-P301 addendum 1 (Safety from open labelphase [Part B]). 
Using post authorization safety data, an evaluationofa Ilthe cases identified 
as cases of Myocarditis, utilizingthe WHO-UMC causality assessment and 
thenewly developed DRAFT Myocarditis Brighton Collaboration case 
definition (30 May2021)wasconducted. Atotalof77cases were identified. 
Analysis of the 77cases thatreported events of myocarditis usingthe WHO- 
UMC standardized case causality assessment revealed that there were 20 
reports (8% of the Myocarditis cases) classified as “Possible” events, 11 
reports were classified as “Conditional”, 17 reports were classified as 
“Unlikely”, and 29 were classified as “Unassessable’’. Of the “Possible” 20 
cases, there were 18 males and 2 females. Theirages were between 18 and 
52 yearsof age. The reported TTO was between 0 daysand 10 days 
(Median=3 days). The 20 reports that were classified as “Possible” 
according to the WHO-UMC causality assessment, were eva luated 
according to the Myocarditis Brighton Colla boration case definition. Out of 
the 20 possible reports, there were 2 classified as Level 1 (Definitive case), 
12 classified as Level 2 (Probable case); and 6 were classified as Level 4 (a 
reported event of myocarditis with insufficient evidence to meet level 1,2 or 
3 of the case definition). 
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Risk factors andrisk groups 


Preventa bility 


Impact onthe benefit-risk balance 
of the product 


As of DLP of this RMP, there were 362 cases of Myocarditis reported. The 
correspondingreportingra teofm yocarditis was 3.45 per 100,000 person— 
years based on a 21 -dayrisk window following each doseof vaccine 
administered. 

Approximately 1% to 5% of patients that test positive for acute viral 
infection(s) may exhibit a form of myocarditis. The annual prevalence of 
myocarditis hasbeen reported from 10.2 to 105.6 per 100,000 worldwide, 
and its annualoccurrenceis estima ted at about 1.8 million cases. 

Most studies of acutem yocarditis report a greater prevalence and severity 
in male patients, speculated to be caused by a protective effect of natural 
hormonal influences onimmune responses in women whencompared with 
men (Golpour 2021). Patients are usually between the ages of 20 and 50. 
Acute myocarditis and hyperthyroidism are also common diseases thatoften 
present in young, otherwise healthy patients. 

The spontaneous reports included in the global safety database included4 
cases that reported previous COVID-1 9 infection (5.9%) with these reports 
in the 18 to 39 years of age group. There were 5 reports of previous 
Myocarditis/ Pericarditis medical history (5.9%), 14 reports of 
cardiovascular conditions (16.5%), 5 with Thyroid conditions (5.9%), and 
12 (14.1%) had previous medical histories of allergy-type conditions 
including history of anaphylaxis. 


Myocarditis presents with a spectrum of symptoms ranging from mild 
dyspnea or chest pain that spontaneously resolves without treatment to 
cardiogenic shock and sudden death. The major long-term consequence is 
dila ted cardiomyopathy (DCM) with chronic heart failure. Common viral 
infections are the most frequent cause of myocarditis, but other pathogens, 
hypersensitivity reactions, and systemic and autoimmune diseases have also 
been implicated (Blauwet 2009). 

Very rare cases of myocarditis and pericarditis have been observed 
following vaccination with Spikevax. These cases have primarily occured 
within 14 days following vaccination, more often after the second 
vaccination, and more often in younger men. Available data suggest thatthe 
course of myocarditis and pericarditis following vaccinationis not different 
from myocarditis or perica rditis in genera l. 

Healthcare professionals should be alert to the signs and symptoms of 
myocarditis and perica rditis. Vaccinees should be instructed to seek 
immediate medical attention if they develop symptoms indicative of 
myocarditis or pericarditis such as (acute and persisting) chest pain, 
shortness of breath, or palpita tions following vaccination. 

Healthcare professionals should consult guidance and/or specialists to 
dia gnose and treat this condition. 

For patients presenting with myocarditis or pericarditis after the 15t dose 
CDC recommends deferring the 2nd dose of mRNA COVID-19 va ccine 
until more information is known. However, if heart has recovered, it could 
consider proceeding with 2nd dose (Wallace 2021). 


Current SmPC and PIL adequately covers the information on this risk 
awareness to the health care professionals, caregivers and vaccinees. 


Based on the analysis ofall the sa fety data, there have been very rare reports 
of myocarditis occurring after vaccination with Modema COVID-19 
Vaccine. Causal association between Spikevax and myocarditis is 
considered of at least a reasonable possibility. The majority of the cases 
have beenreported in youngmales, and shortly after the second dose ofthe 
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vaccine. These are typically mild cases and individuals tend to recover 
within a short time following standard treatment and rest. Healthcare 
professionals should be alert tothe signs and symptoms of myocarditis. The 
benefits (prevention of COVID-19 disease and associated hospitalizations, 
ICU admissions, and deaths) outweighed the risks (expected myocarditis 
cases after vaccination) in allpopulations for which vaccination has been 


recommended(Gargano 2021). 


Public hea Ith impact Myocarditis associated with vaccines typically occurata low incidence, 
which results in a low public hea Ith impact. Although the potential clinical 
consequences of the occurrence of myocarditis is serious, this is a risk 
known to healthcare professionals and can be managed with early diagnosis 
with supportive treatment. Most observedcases havebeenof mild severity, 
and spontaneously resolved. 


Potential mechanisms Acute pericarditis is an inflammatory process involving the pericardium that 
results in a clinical syndrome characterized by chest pain, perica rdial 
friction rub, changes in the electrocardiogram (ECG) and occasionaly, a 
perica rdialeffusion. Generally, the diagnosis requires 2 of these 4 features. 
Epidemiologic data on the incidence of acute pericarditis are la cking, likely 
because this condition is frequently inapparent clinically, despite its 
presence in numerous disorders (Imazio 2015). However, it appears to be 
the mostcommon form of pericardial disease and a relatively common cause 
of chest pain. It is dia gnosed in approximately 0.1% of patients hospitalized 
forchest pain andin 5% of patients admittedto the emergency department 
forchestpain unrelated to acute myocardial infarction (MI). Althoughacute 
pericarditis occursin alla ge groupsand in menand women, it presents most 
often in men 20 to 50 years of age. The most common form of acute 
perica rditis is idiopathic, which accounts forabout 90% of cases. Other 
common causes include infection, renal failure, myocardial infarction (MI), 
post-cardiac injury syndrome, malignancy, radiation, and tra uma. Acute 
pericarditis is more commonin men than in women. However, although this 
condition is more common in adults than in children, adolescents are more 
commonly affectedthan youngadults. 


Evidence source(s) and strength of | Data to evaluate the safety concern were derivedfrom the clinicaltrials and 
evidence post-authorisation safety data. 


Cha racterization ofrisk In study mRNA-1273-P301 (Part A), in the safety set, there were 15,184 
participants exposed to the elasomeran vaccine, and 15,166 participants in 
the placebo arm. There were four TEAE of “Pericarditis” in P301: Two 
TEAEs in the Placebo a rm, andtwo in the Vaccine arm of the safety set in 
the overall stage after any injection. The 2 events in the placebo arm were 
reported in the >18 to <65 years of age. The events in the vaccinationam 
were reported in a male in his 60s’ and a female in her 50s’. In Pa rt B, one 
case of acute pericarditis (verbatim: “acute infective pericarditis”) was 
reported in a male in his 60s’ in the placebo group; the eventoccurred 24 
daysafter a COVID-19 diagnosis. In addition, one case of perica rdial 
effusion was reportedas an SAE (resolving) in a 20s’ years old male in the 
placebo—elasomeran group. No participant in the elasomeran group 
experienced pericarditis (CSR mRNA-1273-P301 addendum 1 (Safetyfrom 
open labelphase [Part B]). 

A review of the spontaneous reports from the company’s globa I|safety 
identified 68 case reports with the PTs of Pericarditis. All of the 
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aforementioned reports were considered serious reports. As a difference 
with the Myocarditis reports, most of the Pericarditis reports (64.7%) 
involved persons >50 years of age. There was not an important difference 
between the reported genders, with 51% Males, and 47% females. There 
was not an important difference in the TTO for the pericarditis cases with 
16% reportinga TTO less than 1 day, 18 % foreach2 to 3 days and 4 to 7 
days. The majority of the reports reported a TTO of more than 8 days 
following last vaccination. Occurrence following dose 1 was very similar 
(37% of reports) to the one seeing following dose 2 (41%). Dose number 
was not reported in 22% of the cases. 

Eva luationofa Il the 68 cases identified as cases of Pericarditis, utilizing the 
WHO-UMC causality assessment, there were 18 reports that were classified 
as “Possible” according to the WHO-UMC causality assessment. Of these 
“Possible” 18 cases, there were 9 malesand 9 females. Theirages were 
between 28 and 82 years of age (Median=5 1.5). 8 reports were a fter the Ist 
dose, 9 after the 2nd dose of the elasomeranvaccine, and 1 did not provided 
dose information. Thereported TTO was between 1 days and 23 days (Mean 
11.3 days). The rest of the 68 cases that reported Pericarditis, 11 cases 
(16.2%) were classified as “Conditional”; 21 cases (30.8%) were classified 
as “Unassessable/ Unclassifiable”; and 18 (26.5%) were classified as 
“Unlikely”. 

The post-mark eting reporting ra te for pericarditis (without myocarditis) was 
2.16 per 100,000 person-years basedon a 21-day risk window following 
each dose of vaccine administered. 


Risk factors andrisk groups Acute pericarditis occurs when the bilayer pericardialsac becomes infla 


med. Inmostcases, the cause of pericarditis is idiopa thic oris assumed tobe 
due to a viral infection for which the antecedent virusis not identified. There 
are several less common infectious and non-infectious causes of perica 
rditis, but most patients with acute pericarditis present with a history 
suggestive of recent or concurrent viralillness. Most cases resolve with no 
long-term sequelae. While pericardial effusionsmightdevelop as a result of 
pericarditis, they are usually minorand rarely result in cardiac tamponade 
(Sharif 2013). 

Acute pericarditis is more common in men than in women. However, 
although this condition is more common in adults than in children, 
adolescents are more commonly affected than young adults. 

A prospective clinical cohort study in Italy identified an incidence of 27.7 
cases per 100,000 person-years (Imazio 2008). Another study, a 
retrospective analysis of Finnish registry da ta capturing admissionsto 29 
hospitals overa span of 9.5 years identified an age standardized incidence 
of 3.32 per 100,000 person-years, with higher rates in men ages 1 6-65 (Kytö 
2014). 

Perica rditis is the mostcommon pericardial disorder. Congenital pericardial 
disorders a rera re. 


Preventa bility Pericarditis may be caused by many disorders (e.g., infection, myocardial 
infarction, trauma, tumors, metabolic disorders) but is often idiopathic. 
Symptoms include chest pain or tightness, often worsened by deep 
breathing. Cardiac output may be greatly reduced if cardiac tamponade or 
constrictive pericarditis develops. Diagnosis is based on symptoms, a 
friction rub, electrocardio graphic changes, and evidence of pericardial fluid 
accumulationon x-ray orechocardiogram (Hoit 2020). 
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Pericarditis may result in one of two serious complications: cardiac 
tamponade and chronic constrictive pericarditis. Cardiac tamponade is 
considereda medical emergency and, if left untreated, can quickly become 
fatal. 

Very rare cases of myocarditis and pericarditis have been observed 
following vaccination with Spikevax. These cases have primarily occured 
within 14 days following vaccination, more often after the second 
vaccination, and more often in younger men. Availa ble data suggest that the 
course of myocarditis and pericarditis following vaccinationis not different 
from myocarditis or perica rditis in genera l. 

Healthcare professionals should be alert to the signs and symptoms of 
myocarditis and pericarditis. Vaccinees should be instructed to seek 
immediate medical attention if they develop symptoms indicative of 
myocarditis or pericarditis such as (acute and persisting) chest pain, 
shortness of breath, or palpita tions following vaccination. 

Healthcare professionals should consult guidance and/or specialists to 
diagnose and treat this condition. 

CDC recommends deferring the 2nd dose of mRNA COVID-19 va ccine 
until more information is known. However, if heart has recovered, could 
consider proceeding with 2nd dose (Wallace 2021). 


Impacton thebenefit-risk balanceof | Ba sed on the analysis of allthe sa fety data, it shows that there have been 

the product very rare reports of pericarditis occurring after vaccination with Modema 
COVID-19 Vaccine. Although causality cannot be established atthis time, 
the majority of the cases havebeen reported in youngmales, and shortly 
after the second dose of the vaccine. These are typically mild cases and 
individuals tend to recover within a short time following standard treatment 
and rest. Healthcare professionals should be alert to the signs andsymptoms 
of pericarditis. The benefits (prevention of COVID-19 disease and 
associated hospitalizations, ICU admissions, and deaths) outweighed the 
risks (expected myocarditis cases after vaccination) in all populations for 
which vaccination has been recommended. 

Public hea Ith impact Pericarditis associated with vaccines typically occur at a low incidence, 


which results in a low public hea Ith impact. Although the potential clinical 
consequences of the occurrence of pericarditis are serious, this is a risk 


known to healthcare professionals. 


Table 88: Presentation of Important Potential Risks 


Vaccine-associated Enhanced Disease (VAED) Including Vaccine- 
associated Enhanced Respiratory Disease (VAERD) 


Potential mechanism(s) Research points to disease enhancement being triggered by one of twomajor 
mechanismsalthough other mechanisms may also contribute. The first and 
lea st well characterised is when priming by the initia | infection results in a 
Th2 biased immune response mediated more by myeloid lineage cells, 


Important Potential Risk 


including neutrophils and eosinophils with immune complex formation and 
complement activation. While this inflammatory phenotype may be 
preferred forparasitic infections it is not ideal for viruses, for which an 
adaptive T-celland antibody mediated Th1 typeresponse is preferable. 

This “Th2 biased” phenotype is most associated with enhanced disease as 
resulting from the formalin-inactivated measles and respiratory syncytial 
virus (RSV) vaccines. In these cases, post vaccination exposure of 
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R F Vaccine-associated Enhanced Disease (VAED) Including Vaccine- 
previously naive vaccines resulted in an immune response characterised by 
high interleukin (IL) 4,5 & 13 levels and localized tissue inflammation 
associated with neutrophiland eosmophilinfiltration, immune complex 
deposition and pulmonary inflammation and obstruction. 

The second and far better characterised mechanism is antibody dependent 
enhancement (ADE). This results from the generation of binding but poorly 
neutralizing antibodies induced by heterologous antigens generated either 
by heterologous viral strains (e.g., dengue), by chemically disrupted 
antigens (e.g., formalin-inactivated RSV and measles) or by epitope altering 
mutations such as feline infectious peritonitis. These antibodies bind to but 
do not neutralizethe virus and facilitate Fc receptor mediated entry of viable 
virus into macrophages. This can result in an accelerated and more marked 
viremia and more severe disease. This scenario is the one associated with 
dengue virus and its virus and vaccine-associated ADE. ADE for dengue 
can also result from sub-neutralizing concentrations of neutralizing 
antibodies, such as that seen in infants as maternalantibodies wane. 

It is likely that in many cases there arecomponents of bothmechanismsn 

enhanced disease. 


Evidence source(s) and strength of | No evidence of harm hasbeen identified in nonclinical studies nor from the 


evidence Phase 3 mRNA-1273-P301 harm monitoring at the time of the data lock 
point forthe risk management plan where safety followup is based ona 
median duration of follow-up after the second injection to the data cut-off 
for database lock (including Part Aand Part B) was 183 days (range: | to 
218 days), or approximately 6 months. As of 30 June 2021,no new 
information has been identified through post-authorisa tion safety data. 


Characterization ofrisk Not applicable as noevidence of harm hasbeen identified. 


Risk groups orrisk factors This is a potential risk and no increased risk to elasomeran has been 
established. Therefore, no risks groups or risks factors can be identified. 
However, the generation of binding but poorly neutra lizing antibodies in 
individuals may result in anaccelerated and more marked viremia and more 
severe disease. 


Preventa bility Information is not available as therisk remains theoretical. 


Impacton the benefit-risk balanceof | In addition to possible early efficacy, the Da ta Safety Monitoring Board has 

the product monitored Phase 3 mRNA-1273-P301 study for vaccine ha rm. Based on 
these analyses no vaccine harm wa sidentified. This risk is further evaluated 
in the ongoing Phase 3 mRNA-1273-P301 through continued trial follow up 
as wellas pharmacovigila nce activities. 


Public hea Ith impact The public health impact of elasomeranin worsening COVID-19 disease is 
unknown but this could impact the benefit risk should this event be reported 
in a significant number of vaccinees. 


Table 89: Presentation of Missing Information 


Missing Information Use in Pregnancy and While Breast-Feeding 


Evidence source As pregnancywas an exclusion criterion forthe mR NA clinicaltria ls, there 


is limited data from the use of elasomeranin pregnant women from the 
clinica Itria ls. A developmentaland reproductive study with elasomeranin 
female Sprague-Dawley rats was completed in December 2020 with no 
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adverse findings. In post authorization, preliminary analysis of the v-Safe 
pregna ncy registry conducted by the USCDC did notidentify safetysignals 
(Shimabukuro 2021). 


Anticipated risk/consequence ofthe | Targeted populations of the indication will include women of childbearing 

missinginformation potential, thus, the use of elasomeranin pregnant and breastfeeding women 
may happen. Pregnancy outcome data will be collected in enhanced 
pharmacovigilance. An observational cohort pregnancy study will inform 
on the risk of adverse outcome in women who were exposed to elasomeran 
during pregnancy. 


Missing Information Long-Term Safety 


Evidence source Per protocols, the clinical development program has a safety follow up 
period of 12 months in the ongoing Phase 1 study 20-0003, Phase 2a Study 
mRNA-1273-P201 and, 24 months in the Phase3 study mRNA-1273-P301. 
In the Phase 3 Study mRNA-1273-P301 the safety follow-up is based ona 
median duration of follow-up after the second injection to the data cut-off 
for database lock (including Part A and Part B) was 1 83edays (range: | to 
218 days), or approximately 6 months. The follow up time is through 
Da y 209 for the Phase 1 study DMID 20-0003 and through at least180 days 
(6 months) after the most recent injection (Day 209) for the 555/600 
(92.5%) participants who had not discontinued from the study beforeDay 
209 in the Phase 2a Study mRNA-1273-P201. 


Anticipated risk/consequence ofthe | The long-term safety profile remains to be characterised. The long-term 

missing information safety profile is to be characterised through continued trial follow-up, active 
surveillance forsafety,a European post-authorisation sa fety study, and 
routine pharmacovigila nce. 


Missing Information Use in Immunocompromised subjects 


Evidence source In the Phase 1 and 2a studies of elasomeran, participants with 
immunosuppression were excluded. Immunosuppressionin these studies 
were defined as immunosuppressive or immunodeficient state, including 
HIV infection, asplenia, recurrent severe infections or systemic 
immunosuppressants or immune-modifyingdrugs for> 14 days in total 
within 6 months priorto the Screening Visit. These criteria were 
subsequently modified in the Phase3 mRNA-1273-P301 to allow the 
participation in the study of HIV positiveparticipants considered not 
immunosuppressed. 

Anticipated risk/consequence ofthe | In general, it is expected that participants with immunocompromised 

missing information status may notreach the protective antibodylevelachieved in healthy 
individuals with vaccines. However, in the Phase 3 study mRNA-1273- 
P301, the results show an overwhelming vaccine efficacy in the overall 
population of the trial. Elasomeranvaccineis nota live attenuated 
vaccine, nor does it contain a viralvector. Therefore, norisk of 
transmission ofan infection due tothe vaccineconstruct is expectedin 
this population. This population will be monitored via routine 
pharmacovigilance. To the extent thatimmunosuppressed patients are 
capturedin the Europeanpost-authorisation sa fety study (PASS) andthe 
US effectiveness study, these studies may inform usein subjects with 
immunosuppression. A Phase3bopen-labelsafety and immunogenicity 
study (Study mRNA-1273-P304)in a target population ofa pproximately 
220 adult solid organtransplantrecipients is ongoing. 


Missing Information Interactions with other vaccines 


Evidence source No experience exists with vaccines within 28 days priorto the first dose or 
any doseof elasomeran except for seasonalinfluenza vaccine <1 4 days. 
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Anticipated risk/consequence ofthe | There is the theoreticalquestionas whether a vaccinecan create 

missinginformation interference in the immune response to either vaccines or inducesa fety 
concerns. Due to the exclusioncriteria in the elasomeran clinicalprogram 
no experience exists with vaccines within 28 daysprior to the first doseor 
any dose ofelasomeran except for seasonalinfluenza vaccine <1 4 days. It 
is common medicalpractice to administer vaccines concurrently. 
Participants receivingela someran maybe administeredseasonalflu 
vaccines during the vaccination period of the pandemic. 


Missing Information Use in Frail Subjects With Unstable Health Conditions and Co- 
morbidities (e.g. chronic obstructive pulmonary disease (COPD), 
diabetes, chronicneurological disease, cardiovascular disorders) 


Evidence source The vaccine has been studied in participants with stable chronic diseases 
(e.g., patients with hepatic impairment and patients with cardiovascular 
impairment), howeverit hasnot been studied in fra il participants with 
severe co-morbidities that may compromise immune function due to the 
condition ortreatmentof the condition. 


Anticipated risk/consequence ofthe | In general, there is a potential that frail participants with unstable health 

missinginformation conditions and co-morbidities may experience a different outcome than 
achieved in healthy individuals administered vaccines. To the extent that 
fra il participants can be cla ssified in the European PASS and the US 
effectiveness study, these studies may inform use in fra ilparticipants. 


Missing Information Use inSubjects With Autoimmune or Inflammatory Disorders 


Evidence source There is limited information on the safety ofthe vaccine in pa tients with 
autoimmune orinflammatory disorders. 

Anticipated risk/consequence ofthe | In general, there is a potential that subjects with autoimmune or 

missinginformation inflammatory disorders may experience a different outcome than achieved 
in hea Ithy individuals administered vaccines. To the extent that participants 
with autoimmune or inflammatory disorders are captured in the European 
PASS andthe US effectiveness study, these studies may inform use in 
participants with autommmuneorinfla mmatorydisorders. 


PartII: Module SVIII — Summary ofthe Safety Concerns 


Table 90: Summary of Safety Concerns 
Summary of Safety Concerns 


Important identified risks Myocarditis 
Perica rditis 


Important potentialrisks Vaccine-associated enhanced disease(VAED) including vaccine-associated 
enhanced respiratory disease (VAERD) 


Missing information Use in pregnancy and while breast-feeding 


Long-term safety 

Use in immunocompromised subjects 

Interaction with other vaccines 

Use in frailsubjects with unstable health conditions and co-morbidities (e.g, 
chronic obstructive pulmonary disease (COPD), diabetes, chronic 
neurological disease, cardiovascular disorders) 

Jse in subjects with autoimmune orinflammatorydisorders 
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Part III: Pharmacovigilance Plan (Including Post-Authorisation Safety Studies) 


HMI.1 Routine Pharmacovigilance Activities 


The MAH hasan established signal management processincluding signal detection, validation and 
evaluation of spontaneous reports from all sources. During signal detection data sources are 
screened for new safety information related to Spikevax. Following initial review of the available 
data, a determination is made on the basis of the nature and the quality of the new information 
whether further investigation is warranted, at which point those topics referred for further 
investigation are considered “validated signals”. Potential signal detection data sources include 
safety data from MAH-sponsored clinical trials and clinical as well as non-interventional studies, 
spontaneous AE reports, published literature, and communications from external sources, 
including regulatory agencies, and (if applicable) business partners. Moderna’s PV system relies 
primarily on AEs contained in its global PV database (Argus platform) that captures suspected AE 
reports and in addition, signal from regulatory databases (eg Eudravigilance, VAERS). Routine 
PV also includes a periodic review of the literature that involves targeted keyword searches in 
widely recognised databases (i.e., MEDLINE, EMBASE). Moderna performs a weekly aggregate 
quantitative signal detection review of the global safety database in order to identify possible 
adverse reactions. Moderna also conducts monthly safety reports that are shared with regulatory 
agencies worldwide. 


Routine Pharmacovigilance Activities Beyond Adverse Reactions Reporting and Signal 
Detection: 


Specific adverse reaction follow-up questionnaires for Spikevax 
COVID- 19/Vaccine Failure Questionnaire 


The questionnaire is intended to better characterise the extentand severity of COVID-19 disease 
reported after vaccination by Spikevax. This questionnaire is for use following the reporting of 
vaccine failure and/or COVID-19 disease cases and/or AESI associated with COVID-19 disease 
after Spikevax. 


Vaccine-associated enhanced disease (VAED) including vaccine-associated enhanced respiratory 
disease (VAERD) is an Important Potentialrisk in the RMP. However, the broad spectrum of the 
COVID-19 disease manifestations in different populations and age groups makes itimpossible, to 
determine how severe COVID-19 infection would have been in the absence of vaccination in the 
individual case. There is no uniformly accepted definition of vaccine-associated enhanced disease 
(VAED) or vaccine-associated enhanced respiratory disease (VAERD), and no single or 
combination of specific confirmatory tests to diagnose VAED. However, the case definition from 
the Brighton Collaboration will be used to the best possible extent for level of diagnostic certainty 
with respect to AE reports of potential VAED or VAERD (Munoz 2020). 


Myocarditis / Pericarditis Questionnaire 


The questionnaire is intended to collect structured information on cases of myocarditis and 
pericarditis. It is intended to assist with capturing information thatcan supportcase classification 
using the Myocarditis Brighton Collaboration case definition (Brighton Collaboration 2021) as 
well as the CDC working case definitions on Acute Myocarditis (Gargano 2021) and Acute 
Pericarditis (Gargano 2021). 
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Signal Detection 


The Moderna signal management process for Spikevax includes signal detection, validation, 
prioritization, evaluation, and recommendation for actions as well as documentation and tracking 
of signals. It follows the principles of the Good Pharmacovigilance Practices ModuleIX for Signal 


Management (refer to https://www.ema.europa.eu/en/human-regulatory/post- 
authorisation/pharmacovigilance/good-pharmacovigilance-practices). 


Moderna signal detection strategy for Spikevax is described in the product safety strategy form. It 
describes the data sources, type and frequency of the signal detection analyses summarised in 
Table 91. 


As available, standard case definitions from the Brighton Collaboration will be used to classify 
AESIs by level of diagnostic certainty. 


Table 91: Spikevax Signal Data Sources and Frequency of Evaluations 


Frequency of Safety Evaluations 


Company globalsafety database] Ongoing monitoring of Individual Cases Safety Reports (ICSRs) from al 
sources, safety concerns, and Adverse Events (AE) of Special Interest. 
Weekly aggregated review of ICSRs for trend analyses. 
Review of disproportionate reporting of preferred terms (PT) during a time 
intervalas compared to alldata priorto the RP for Spikevax. 
Review of endpoints of interest (ie, case counts, demographics, country of 
origin, time to onset, seriousness, batch numbers, fatalities, AE from the 
productsurveilla nce list of safety topics and based on MedDRA system organ 
class and high-level term, and identification of potentialclusters of ICSRs. 


Litera ture Weekly literature review. 
Any literature abstract or article signaldetection run will be reviewed. 


Eudra Vigila nce Continuous monitoring. 
Biweekly critica | review of the Eudra Vigila nce da ta analysis system usng 
availa ble reports (i.e, Electronic Reaction Monitoring Reports [e-RMRs] and 
active substance groupings, ICSR line listings and ICSR forms). 


Frequency of reviewwill depend on public availability of redacted VAERS 
extracts. Current estimates based on public communication as well as 
processing time indicate this frequency willrange between every two to four 
weeks. 


Genera tion of disproportionality scores using Empirical Ba yesian Geometrical 
Mean and its 90% confidence intervals a fter new uploads of Vaccine Adverse 
Event Reporting System extracts in Empirica Signal. 

Hea Ith Authorities websites Ongoingreview of data published on the Safety Web Portals of selected major 
regulatory agencies to identify required actions regarding the product and 
simila r products. 


Product surveillance to identify safety signals will occur for any reported AEs including 
reactogenicity. Safety surveillance prioritization is for the safety concerns of the RMP, AESIs, or 
those AEs that may be serious or known to be often medicine related. 


ModernaTX, Inc. Page 93 
EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 
Origina I/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 


If any cluster of events is detected which points towards an unexpected event/syndrome, Moderna 
will perform appropriate signal evaluation and will provide this information to the appropriate 
regulatory agencies. 


Table 92: Product Surveillance List of Spikevax Signalling Strategy By Category 


Safety Topics (Updates may be Needed if New Adverse Events Emerge) 


Safety concerns Myocarditis 
Pericarditis 
Vaccine-associated enhanced disease (VAED) including vaccine-associated 
enhanced respiratory disease (VAERD) 

Jse in pregnancy and while breast-feeding 

ong-term safety 


eae 


se in immunocompromised subjects 

nteraction with other vaccines 

Jse in frailsubjects withunstable health conditions and co-morbidities (e.g. 
hronic obstructive pulmonary disease (COPD), diabetes, chronic 
eurologicaldisease, cardiovascular disorders) 

Jse in subjects with autoimmune orinflammatorydisorders 


— 


acd 


œ B 


Adverse events of special List of AESI (AESIs will be updatedat least quarterly and as new 
interest (AEST) information arises): 


Brighton Colla boration(Sa fety Pla tform for Emergency v ACcines) 
ACCESS protocol 

US Centers forDisea se Controland Prevention (preliminary list of AESI for 
VAERS surveillance) 

Medicines andHealthcare products Regulatory Agency (unpublished 
guideline). 


Standard safety topics Off-la belUse 
Overdose 
Vaccination Administration Errors 
Product Quality Issues 
Drug-Drug Interactions 
Dea th 
Paediatric Use 
Geria tric Use 
Designated Medical Events (EMA/326038/2020) 


As enhanced pharmacovigilance activities and to further support signal detection, observed rates 
of AEs will be compared with the expected rates which will be available from the scientific 
literature or other sources including those reported by the EMA-funded COVID-19 vaccine 
monitoring ACCESS program (Dodd 2020). Specifically, Modernawilluse the AESIs agreed with 
the EMA to compare their observedreporting rates during the time period of the vaccination with 
Spikevax to the published expected incidence rates resulting from the ACCESS retrospective 
multi-database dynamic cohort study, conducted during the years 2017 to 2020, including the 
period of SARS-CoV-2 circulation in Europe. 


During the evaluation of validated signals, Moderna willhave access to a large US population of 
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de-identified patient level information in healthcare claims databases to conduct additional 
Observed to Expected (O/E) analyses in defined cohorts as wellas to potentially launch inferential 
epidemiologic studies to evaluate these safety signals in a rapid manner. This database, used in 
support of US PASS protocol mRNA-1273-P903, will become available for signal assessment 
Q32021. 


Reporting to EMA 


Valid ICSRs that fulfil the local regulatory requirements for submission to the EudraVigilance 
database will be submitted within the 15- or 90-day time frame. This includes any COVID-19 
cases requiring hospitalisation, vaccination administration errors, and MIS that may have been 
reported to occur in vaccinees. 


Per consideration on core requirements for RMPs of COVID19 vaccine, coreRMP19 guidance 
EMA/PRAC/709308/2022, from the start of the distribution of Spikevax, Moderna regularly 
prepares a Summary Safety Report (SSR) (Table 93) for submission to EMA in complement to 
the submission of routine periodic reports (Periodic Benefit-Risk Evaluation Reports). The need 
and frequency of submission of SSRs are re-evaluated based on the available evidence from post- 
marketing. SSRs and Periodic Safety Update Reports includeresults of the O/E analyses for AESIs 
as appropriate. 


Table 93: Spikevax Summary Safety Reports 


Intervaland cumulative number of reports, stratifiedby report type (medically confirm ed/not) and by seriousness 
(including fa tal separately) 


Intervaland cumulative number of reports, overalland byage groups and in specialpopulations (e.g., pregnant 
women) 


Intervaland cumulative number of reports per HLT a nd SOC 

Summary of designated medicalevents 

Reports per EU country 

Exposure data (lot distribution data totaland per country) 

Changes toreference safety information in the interval, and currentCCDS 


Ongoing and closed signals in the interval 


AESI and RMP safety concerns: reports — numbers andrelevant cases, includingO/E analyses 


Fata lreports -numbers and relevant cases, including O/E analyses 


Risk/benefit considerations 


Subsequent SSR content requirements will be defined by previous SSR assessment(s). 
Potential Medication Errors 


Large scale mass vaccination may potentially introduce the risk of medication errors related to 
storage, handling, dosing, and administration errors associated with a multidose vial, and 
confusion with other COVID-19 vaccines. These potential medication errors are mitigated through 
the information in the SmPC. 


Traceability 
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The SmPC includes instructions for healthcare professionals to record the name and batch number 
of the administered vaccine to improve traceability. 


Moderna has made available Traceability and Vaccination Reminder cards (Annex 7), printed 
cards to vaccinators as of March 2021 forthe Member States that wish to receive these. These 
cards may be completed atthe time of vaccination when necessary for individual members states. 
The card is also accessible electronically and though a QR code, on the applicant’s website. 


The Traceability and Vaccination Reminder cards contain the following elements: 
e Placeholder space for name of vaccinee; 
e Vaccine brand name and manufacturer name; 


e Placeholder space for due date and actual date of first and second doses, and associated 
batch/lotnumber; 


e Reminder to retain the card and bringto the appointment for the second dose of the vaccine; 
e QR code that links to a website with additional informationon product use; and 
e Adverse event reporting information. 


The vaccine carton labelling also contains a scannable 2D barcode that provides the batch/lot 
number and expiry date. In addition, Moderna also provides stickers (two stickers per dose, 
containing printed batch/lot information, product identification, and 2D bar code that encodes a 
unique identifier [serial number]) either in cartons or to be shipped alongwith each shipment, in 
the countries where this is required. 


11.2 Additional Pharmacovigilance Activities 


In addition to actions targeted at identified and potential risks described in the safety specifications, 
the MAH intends to address general safety through continued clinical trial follow-up, a European 
Post Authorisation Safety Study, an observational study of Spikevax using routinely collected 
health data in 5 European countries, which monitors safety of Spikevax in pregnancy, a US Post 
Authorization safety study, and an observational study to assess maternal and infant outcomes 
following exposure to Spikevax during pregnancy, collecting data in the US. 


The immunogenicity and safety of mRNA vaccine boosters for SARS-CoV-2 variants, including 
Spikevax bivalent Original/Omicron BA.1 and Spikevax bivalent Original/Omicron BA.4-5, are 
being evaluated in an open-label Phase 2/3 study. Some other study protocols will be updated to 
include these bivalent vaccines. 


Study key detailed informationis providedin text below and milestones in Table 94. 


Table 94: Additional Pharmacovigilance Activities 


Study Title 
Study Number Study Type Rationale and Study 


Country(ies) Study Status Study Objectives | Study Design| Population(s) Milestones 


mRNA-1273- A Phase 2/3, Eva luatethe safety, | Randomized, | Healthy LPLV: 09 Jun 
P203 Randomized, reactogenicity, and | observer- adolescents12 | 2025 


ModemaTX, Inc. 
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Study Number 
Country(ies) 


US 


Part 3— US and 
Ex-US 


mRNA-1273- 
P204 
US, Canada 


mRNA-1273- 
P301 


US 


Study Title 

Study Type 

Study Status 
Observer-Blind, 
Placebo- 
Controlled Study 
to Evaluate the 
Safety, 
Reactogenicity, 
and 
Effectiveness of 
mRNA-1273 
SARS-CoV-2 
Vaccine in 
Healthy 
Adolescents 12 
to< 18 years of 
age 


Interventional 


Ongoing 

Phase 2/3, two- 
part,open-label, 
dose-escalation, 
age de-escalation 
and subsequent 
randomized, 
observer-blind, 
placebo- 
controlled 
expansion study 
to evaluate the 
safety, 

tolera bility, 
reactogenicity, 
and effectiveness 
ofmRNA-1273 
in healthy 
children 6 
months to less 
than 12yearsof 
age 
Interventional 
Ongoing 

Phase 3, 
Randomized, 
Stratified, 
Observer-Blind, 
Placebo- 
Controlled Study 
to Evaluate the 


Rationale and 
Study Objectives 
effectiveness of 
Spikevax 


Assess sa fety and 
immunogenicityof 
mRNA-1273.222. 


Safety, tolerability, 
reactogenicity, and 
effectiveness of up 
to 3 doses of 
elasomeran 
administered as 2 
doses 28 daysapart 
in healthy children 
6 months to less 
than 12 years of 


age 


Long-term sa fety 
data and durability 
of vaccine 
effectiveness (VE) 


Study Design 
blind, 
placebo- 
controlled 
study 


Two-patt, 
open-label, 
dose- 

esca lation, 
age de- 
esca lation 
and 
subsequent 
randomized, 
observer- 
blind, 
placebo- 
controlled 
expansion 
study 


Randomized, 
stratified, 
observer- 
blind, 
placebo- 
controlled 
study 
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Study 
Population(s) 
to< 18 years of 

age 


Milestones 


Interim long- 
term safety 
CSR forPart A 
& B: 31 Oct 
2022 


FinalCSR: 15 
Jul 2025 


The study 
population 
includeshealthy 
children of 3 
age groups (6 
years to<12 
years,2 years to 
<6 years,and6 
months to <2 
years) 

No participants 
in Part 1 
participate in 
Part 2 of the 
study 


Study start: 
15 Mar2021 


FinalCSR: 
31 Mar2024 


Males and 
females 

(218 years of 
age), who areat 
risk of SARS- 
CoV-2 infection 
with no known 


LPLV: 30 Sep 
2022 


Interim CSR: 
15 Oct 2021 


Long-term 
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Study Number 
Country(ies) 


Study mRNA- 
1273-P304 
US 


mRNA-1273- 
P903 


US 


Study Title 

Study Type 

Study Status 
Effica cy, Safety, 
and 
Immunogenicity 
of mRNA-1273 
SARS-CoV-2 
Vaccine in 
Adults Aged 18 
Years and Older 
Interventional 
Ongoing 


A Phase 3b, 
Open-Label 
Safety and 
Immunogenicity 
Study of SARS- 
CoV-2 mRNA- 
1273 Vaccinein 
Adult Solid 
Organ 
Transplant 
Recipients and 
Healthy 
Controls. 
Interventional 
Ongoing 

Post- 
Authorization 
Sa fety of SARS- 
CoV-2 
mRNA-1273 
Vaccine in the 
US: Active 
Surveilla nce, 
Signa | 
Refinement and 
Self-Controlled 
Risk Interval 


Rationale and 
Study Objectives 


Safety and 
reactogenicity and 
adverseevents for 
12 months after 
receiving 2 or3 
doses of 
elasomeran. 
Immunogenicity: 
neutralizingand 
binding antibody 
titres as surroga te 
endpoints expected 
to predict clinica | 
benefit. 


Enha nced 
pharmacovigila nce 
study to provide 
additional 
evaluationof AESI 
(including 
myocarditis and 
pericarditis) and 
emergingva lidated 
sa fety signals. The 
study has 3 core 
objectives: 


Study Design 


Open label 
single 
treatment arm 
study in solid 
organ 
transplant 
recipientsand 
healthy 
controls 


Secondaty 
database 
analysisusing 
retrospective 
analyses of 
pre- 
vaccination 
data as well 
as 
prospectively 
updating data 
during the 


Study 

Population(s) 
history of 
SARS-CoV-2 
infection, 
including 
participants at 
increased risk 
of 
complications 
from COVID- 
19. 
Participants 
> 65 years of 
age were 
eligible for 
enrolment with 
or without 
underlying 
medical 
conditions that 
might further 
increa singtheir 
risk of severe 
COVID-19. 
Approximately 
240 adult 
(218 years of 
age)male and 
female 
participants 
(220 kidney or 
liver transplant 
recipients, and 
20 healthy 
adults) will be 
enrolled 


A sample of 
pedia tric, 
adolescent and 
adult 
individuals 
enrolled in 
health plans 
contributing 
data to 

Health Verity 
will be used for 
calculationof 
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Milestones 
follow-up Part 
B & C Interim 
CSR: 31 Dec 
2022 


FinalCSR: 30 
Jun 2023 


Protocol 
submission: 

05 Feb 2021 
Interim Report: 
31 Mar2023 
FinalCSR: 

31 Jan2024 


Protocol 
submission: 
31 Jan2021 


Interim updates: 
30 Apr2021, 

31 Jul2021, 

31 Oct 2021, 

31 Jan 2022, 

30 Apr2022, 

31 Jul2022, 
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Study Number 
Country(ies) 


mRNA-1273- 
P904 


Denmark, 
Norway, Italy, 
Spain, United 
Kingdom 


Study Title 

Study Type 

Study Status 
(SCRI) Signa l 
Eva luationin 
Hea lth Verity. 
Non- 
interventional 
Ongoing 


Post- 
Authorization 
Active 

Surveilla nce 
Safety Study 
Using Secondary 
Data to Monitor 
Real-World 
Safety of the 
mRNA-1273 
Vaccine in the 
EU. 

Non- 
interventional 


Study protocol 
will be adapted 
to stratify the 
result by 
Spikevax and 
Spikevax 
bivalents (both 
Origina |/ 
Omicron BA.1 
and BA.4-5), and 
to report on the 
progress and 
eventualupdates 
in the 
submissionsof 
the interim 
results 


Ongoing 


Rationale and 
Study Objectives 
-Estima tion of 
backgroundrates 
forAESI and other 
outcomes in the 
cohort 
-Assessment of 
observed versus 
expected rates 
-Self-controlled 
risk interval 
analyses for 
adverseevents that 
meet specific 
threshold criteria 
The overarching 
research question 
of this study: Is the 
occurrence of each 
adverseeventof 
specialinterest 
(AESI) among 
persons vaccinated 
with Spikevax in 
Europe higherthan 
the occurrenceof 
that AESI that 
would have been 
expected in the 
same population in 
the absence of 
Spikevax? 


Primary objective: 
- To assess whether 
vaccination with 


Spikevax (by dose 
numberwhere 
feasible a nd for any 
dose) is a ssociated 
with increased 
rates of the AESI 
compared with the 
expected rates 
overalland 
stratified by 
country,sex,and 


age group. 


Secondary 


Study Design 
vaccination 
period. It will 
include 

estima tion of 
background 
rates of 
observed 
versus 
expected 
rates,and 
self- 
controlled 
risk interval 
analyses. 


Secondary 
database 
analysis of 
observational 
data to 
estima te 
incidence 
rates ofsafety 
events of 
interest and 
other 

clinica lly 
significa nt 
events in 
cohorts of 
COVID-19 
vaccine 
recipients in 
the EU. 


Study 

Population(s) 
background 
rates. 
Patients from 
this dataset as 
well as 
additional 
patients with 
evidence of 
SARS-CoV-2 
vaccination will 
be includedas 
vaccineuptake 
increases. 


Pedia tric, 
adolescent,and 
adult 
individuals 
within the 
catchmentarea 
of participating 
data partners 
from the 
VAC4EU 


network 
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Milestones 
31 Oct 2022, 
31 Jan2023 


Finalstudy 
report: 
30 Jun 2023. 


Feasibility 
a ssessment: 
31 Jan2021 


Protocol 
submission: 
30 Jun 2021 


Interim updates: 
30 Sep 2021, 
31 Mar2022, 
30 Sep 2022, 
31 Mar2023 


Finalstudy 
report: 
31 Dec 2023 


ModemaTX, Inc. 
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Study Number 
Country(ies) 


mRNA-1273- 
P905 


Denmark, 
Norway, Italy, 
Spain, United 
Kingdom 


Study Title 
Study Type 
Study Status 


Monitoring 
safety of 
COVID-19 
Vaccine 
Moderna in 
pregnancy: an 
observational 
study using 
routinely 
collected health 
data in five 
European 
countries. 


Non- 
interventional 


Study protocol 
will be adapted 
to stratify the 
result by 
Spikevax and 
Spikevax 

biva lents (both 


Rationale and 

Study Objectives 
objective: 

- To assess whether 
vaccination with 
Spikevax is 
associated with 
increa sed ra tes of 
the AESI compared 
with the expected 
rates in 
subpopulations of 
interest: women of 
childbearinga ge, 
patients who are 
immunocompromis 
ed, patients 
previously 
diagnosed with 
COVID-19 
infection,patients 
with unstable 
health conditions 
and comorbidities, 
and patients with 
autoimmune or 
inflammatory 
disorders 
The overarching 
research question 
is: is there a grea ter 
risk orprevalence 
of pregnancy 
complications, 
adverse pregnancy 
outcomes, or 
adverseneonatal 
outcomes 
following 
pregnancies 
exposedto 
Spikevax compared 
with pregnancies 
unexposed to 
Spikevax? 


Primary objectives: 


- To determine 
whetherexposure 
to the Modema 
COVID-19 vaccine 
during pregnancy 


Study Design 


Secondary 
database 
analysis 
comparing 
birth 
prevalenceof 
study 
outcomes for 
pregnancies 
with and 
without 
COVID-19 
Vaccine 
Moderna 
exposure. 


Study 
Population(s) 


The study 
population will 
encompass all 
pregnancies, 
identifia ble in 
the databases, 
endingin a live 
or still birth; a 
spontaneous 
abortion; oran 
induced 
abortion, oran 
ectopic 
pregnancy,as 
identifia ble in 
the participating 
databases 
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Milestones 


Feasibility 
assessment:3 1 
Jan 2021; 


Protocol 
submission: 30 
Jun 2021; 


Interim updates: 
31 Mar2022, 
30 Sep 2022, 31 
Mar 2023; 


Finalstudy 
report: 31 Dec 
2023 
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Study Title 
Study Type 
Study Status 
Origina |/ 
Omicron BA.1 


Study Number 
Country(ies) 


and BA.4-5), and 


to report on the 
progress and 


eventualupdates 


in the 
submissionsof 
the interim 
results 


Planned 


mRNA-1273- 
P901 


US 


Non- 
interventional 
Ongoing 


Real-world study 
to evaluate 
mRNA-1273 
effectivenessand 
long-term 
effectiveness in 
the U.S. 


Rationale and 
Study Objectives 
is associatedwith 
an increasedrisk 
of: 
a. Pregnancy 
complications 
b. Adverse 
pregna ncy 
outcomes 
c. Majorcongenital 
ma lformations in 
the offspring 
(overa llandorgan- 
specific if fea sible) 
d. Adverse 
neonataloutcomes 


Secondary 
objectives: 

- To describe 
utiliza tion of 
COVID-19 
Vaccine Modema 
in pregnancy 
Evaluate the 
vaccine 
effectiveness (VE) 
of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 

dia gnosis 
(symptomatic and 
asymptomatic)and 
severe COVID-19 
disea se 
(hospitalizations 
and mortality) 


Prima ry Objectives 
1. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 

dia gnosis 

2. To evaluatethe 
effectiveness of 2 
doses of Moderna 


Study Design 


Prospective 
cohort study 


Study 
Population(s) 
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Milestones 


Individuals >12 | Protocol 


years of age 


submission: 
01 Mar2021 


Interim updates: 
14 Sept 2021; 
14 Dec 2021; 
14 Mar2022; 
30 Jun 2022; 
31 Jul2022; 

14 Dec 2022; 
14 Jun 2023; 
14 Dec 2023 


Finalstudy 
report: 
14 Apr2025 


ModemaTX, Inc. 
EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 
Origina l/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 


Study Title 
Study Number Study Type Rationale and 
Country(ies) Study Status Study Objectives | Study Design 
COVID-19 vaccine 
in preventing 
severe COVID-19 
disea se 


Secondary 
Objectives 

1. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 

dia gnosis by age 
and by sex 

2. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 

dia gnosis by 
race/ethnicity 
groups 

3. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 

dia gnosis in 
individuals with 
chronic diseases 
(e.g., chronic 
kidney disease, 
lung disease 
includingchronic 
obstructive 
pulmonary disease 
[COPD] and 
asthma, diabetes) 
4. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 

dia gnosis in 
individuals who are 
immunocompromis 


Study 
Population(s) 
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Study Title 
Study Number Study Type Rationale and 
Country(ies) Study Status Study Objectives | Study Design 

ed (e.g., HIV, 
cancer, transplant, 
immunosuppressiv 
e medications) 
5. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 
dia gnosis in 
individuals with 
autoimmune 
conditions (e.g., 
rheumatoid 
arthritis, 
inflammatory 
boweldisease, 
psoria sis, psoriatic 
arthritis, multiple 
sclerosis, systemic 
lupus 
erythematosus) 
6. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 
dia gnosis in frail 
individuals 
7. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 
dia gnosis in 
pregnant women 
8. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 
dia gnosis among 
individuals with a 
history of COVID- 
19 diagnosis 
9. To evaluatethe 


Study 
Population(s) 
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Study Title 
Study Number Study Type Rationale and 
Country(ies) Study Status Study Objectives | Study Design 

effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 
dia gnosis when 
given 
concomitantly with 
anothervaccine 
10. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
asymptomatic 
COVID-19 
11. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
symptomatic 
COVID-19 
12. To evaluate the 
durability of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 
dia gnosis 
13. To evaluate the 
durability of 2 
doses of Moderna 
COVID-19 vaccine 
in preventing 
severe COVID-19 
disea se 
14. To evaluate the 
effectiveness of | 
dose of Moderna 
COVID-19 vaccine 
in preventing 
COVID-19 
dia gnosis 
15. To evaluate the 
effectiveness of | 
dose of Moderna 
COVID-19 vaccine 
in preventing 
severe COVID-19 


Study 
Population(s) 
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Study Number 
Country(ies) 


mRNA-1273- 
P910 


EU, Countries 
are yet to be 
determined 


United States 


mRNA-1273- 
P205 


US 


Study Title 
Study Type 
Study Status 


Natura lhistory 
and clinical 
outcomes of 
vaccine 
associated 
myocarditis 


Initial 
development 


Study protocol 
will be adapted 
to stratify the 
result by 
Spikevax and 
Spikevax 
bivalents (both 
Origina |/ 
Omicron BA.1 
and BA.4-5),and 
to report on the 
progress and 


eventualupdates 
in the 
submissionsof 
the interim 
results 


Planned 
Long-term 
outcomes of 
myocarditis 
following 

adm inistrationof 
SPIKEVAX 
(COVID-19 
vaccine mRNA) 


Initial 
development 


Planned 


A Phase 2/3 
Study to 
Evaluate the 
Immunogenicity 
and 


Rationale and 
Study Objectives 


disea oe 


Characterize 
naturalhistory of 
and risk factors for 
myocarditis 
temporally 
associated with 
Moderna COVID- 
19 vaccination in 
children and young 
adults 


The overarching 
goalof this study is 
to characterize 
long-term 
outcomes of 
myocarditis 
temporally 
associated with 
administrationof 
elasomeran 
(SPIKEVAX). 


To evaluate the 
immunogenicity, 
safety,and 
reactogenicity of 
mRNA vaccine 


Study Design 


Observational 
cohort study 


Observational 
cohort study 


Open-la bel 
Phase 2/3 
study 
consisting of 
7 parts: A,(1, 


Study 
Population(s) 


Tobe 
confirmed upon 
identification of 
study 

colla bora tors 


To be 
confirmed upon 
identification of 
study 

colla bora tors 


Menand 
nonpregnant 
women, at lea st 
18 years of age 
who previously 
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Protocol 
submission: 
26 Apr2022 


Interim report: 
30 Aug 2022 
31 Jan 2023 
30 Jun 2023 
31 Jan 2024 
30 Jun 2024 
31 Jan 2025 


Finalstudy 
report: 
30 Jun 2025 


Protocol 
submission: 
30 Apr2022 


Interim report: 
31 Oct 2022 
31 Oct2023 
31 Oct2024 
31 Oct 2025 
31 Oct 2026 
31 Oct 2027 


Finalstudy 
report: 

31 Oct2028 
Study Start: 28 
May 2021 


ModemaTX, Inc. 


EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 
Origina I/Omicron BA.1, and Spikevaxbivalent Origina I/OmicronBA.4-5 


Study Number 
Country(ies) 


mRNA-1273- 
P919 


US 


Study Title 

Study Type 

Study Status 
Safety of mRNA 
Vaccine 
Boosters for 
SARS-CoV-2 
Varia nts 


Initia] 
development 


Ongoing 


An observational 
study to assess 
matemaland 
infantoutcomes 
following 
exposure to 
Spikevax during 
pregnancy 


Non- 
interventional 


Planned 


Rationale and 
Study Objectives 
boosters for 
SARS-CoV-2 
varia nts including 
mRNA-1273.211, 
Spikevax, mRNA- 
1273.617.2, 
mRNA-1 273.213, 
mRNA-1273.529, 
mRNA-1273.2 14 
(Spikevax bivalent 
Origina I/Omicron 
BA.1),and mRNA- 
1273.222 
(Spikevax bivalent 
Origina I/Omicron 
BA.4-5). 
To assess whether 
the rate of 
pregnancy 
complications, 
adversepregnancy 
outcomes, or 
adverseneonatal 
outcomes is 
associated with 
prenatalexposure 
to Spikevax. 


Study Design 


Observational 
cohort 
database 


study 


Study 

Population(s) 
received 2 
doses of 
Spikevax (with 
othercriteria 
dependingon 
the Part of the 
study) 


An 
administrative 
claims data 
source in the 
US will be 
selected that 
includescapture 
of longitudinal 
data on 
diagnoses, 
procedures, 
medications, 
and vaccines 
used across all 
applicable 
healthcare 
settings 

(inpa tient, 
emergency,and 
outpatientcare). 
Mothers and 
infa nts will be 
linked viaa 
common 
identifier and 
date of birth 
event. Mothers 
will be included 
in the study if 
they have 
adequate 
database 
enrollmentto 
capture all 
pregna ncy and 
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Milestones 
Protocol 
Submission: 30 
Jun 2022 


Interim report: 
30 Jun 2022 


LSLV: 22 Jul 
2023 


FinalCSR: 31 
Dec 2023 


Protocol 
submission: 28 
Oct 2022 


Study 
completion: 30 
Sep 2023 


Finalstudy 
report: 31 Mar 
2024 
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Study Title 
Study Type 


Study Number 


Rationale and 


Country(ies) 


HI.3 


Study Status 


Study Objectives 


Study Design 


Study 

Population(s) 
pre-pregnancy 
baseline data 
with no prenatal 
exposure to 
major 
tera togenic 
infections or 
medications. 


Milestones 


Summary Table of Additional Pharmacovigilance Activities 


Table 95: Ongoing and Planned Additional Pharmacovigilance Activities 


Study Number, Title, 
and Categories 
Status 


Summary of Objectives 


Safety 
Concerns 
Addressed 


Milestones Due Dates 


Category 2 — Imposed mandatory additional pharmacovigila nce activities which are Specific Obliga tions in the 
context ofa conditionalmarketinga uthorisation underexceptionalcircumstances 


Category3 — Required pharmacovigila nceactivities 


Evaluate long-term safetydata| Vaccine- 


Study mRNA-1273- 
P301 

Phase 3,Randomized, 
Stratified, Observer- 
Blind, Placebo- 
Controlled Study to 
Evaluate theEfficacy, 
Safety,and 
Immunogenicity of 
mRNA-1273 SARS- 
CoV-2 Vaccinein 
Adults Aged 18 Years 
and Older 


Study Status: Ongoing 


Study mRNA-1273- 
P203 

A Phase 2/3, 
Randomized, 
Observer-Blind, 
Placebo-Controlled 
Study to Evaluate the 
Safety, 
Reactogenicity,and 
Effectiveness of 
mRNA-1273 SARS- 


and durability of vaccine 
effectiveness (VE) 


Eva luate thesafety, 
reactogenicity, and 
effectiveness of Spikevax. 
Assess sa fetyand 
immunogenicityofmRNA- 
1273.222 


associated 
enhanced 
disease (VAED) 
including 
vaccine- 
associated 
enhanced 
respira tory 
disea se 
(VAERD) 
Myocarditis 
Perica rditis 
Long-term 
safety 


Myocarditis 
Perica rditis 
Long-term 
sa fety 


Interim CSR | 15 Oct2021 


Long-term 31 Dec 2022 
follow-up 

Part B & C 

Interim CSR 


FinalCSR 30 Jun 2023 


Interim 31 Oct 2022 
long-term 

safetyCSR 

forPartA& 


B 


FinalCSR 15 Jul2025 


ModemaTX, Inc. 


EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 


Origina I/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 


Study Number, Title, 
and Categories 
Status 

CoV-2 Vaccinein 
Healthy Adolescents 
12 to< 18 years ofage 


Study Status: Ongoing 


Study mRNA-1273- 
P204 

Phase 2/3 ,two-part, 
open-label, dose- 
esca la tion, age de- 
esca lation and 
subsequent 
randomized, observer- 
blind, placebo- 
controlled expansion 
study to evaluate the 
safety,tolerability, 
reactogenicity,and 
effectiveness of 
mRNA-1 273 in 
healthychildren 6 
months to less than12 
years of age 


Study status: Ongoing 


Study mRNA-1273- 
P205 

Phase 2/3 Study to 
Evaluate the 
Immunogenicity and 
Safety of mRNA 
Vaccine Boosters for 
SARS-CoV-2 Variants 


Study status: Ongoing 


Study mRNA-1273- 
P304 

A Phase 3b, Open- 
Label, Safety and 
Immunogenicity Study 
of SARS-CoV-2 
mRNA-1273 Vaccine 
in Adult Solid Organ 
Transplant Recipients 
and Healthy Controls 


Summary of Objectives 


Safety,tolerability, 
reactogenicity, and 
effectiveness of up to 3 doses 
of elasomeran administered as 
2 doses 28 days apart in 
healthy children 6 months to 
less than 12 years of age 


Eva luate the immunogenicity, 
safety, and reactogenicity of 
mRNA vaccine boosters for 
SARS CoV-2 varia nts 
including mRNA-1273.211, 
Spikevax,mRNA-1273.617.2, 
mRNA-1273.213,mRNA- 
1273.529,mRNA-1273.214 
(Spikevax bivalent 

Origina I/Omicron BA.1),and 
mRNA-1273.222 (Spikevax 
biva lentOngina I/Omicron 
BA.4-5). 

Safety andreactogenicity and 
adverse events for 12 months 
afterreceiving 2 or3 doses of 
elasomeran. 
Immunogenicity: neutralizng 
and binding antibody titres as 
surrogate endpoints expected 
to predict clinica | benefit. 


Safety 
Concerns 
Addressed 


Myocarditis 
Perica rditis 
Vaccine- 
associated 
enhanced 
disea se 
(VAED) 
including 
vaccine- 
associated 
enhanced 
respira tory 
disea se 
(VAERD) 
Long-term 
safety 


Long-term 
safety 


Myocarditis 
Pericarditis 
Use in 


immunocompro 
mised subjects 


AESI 
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FinalCSR 31 Mar2024 


Interm 30 Jun 2022 
report: 


FinalCSR 31 Dec 2023 


Protocol 05 Feb 2021 
submission 

Interm 31 Mar2023 
report 


FinalCSR 31 Jan2024 
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EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 


Origina l/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 


Study Number, Title, 
and Categories 
Status 


Summary of Objectives 


Safety 
Concerns 


Addressed Milestones 
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Due Dates 


Study status:Ongoing | E o S y O 


Study mRNA-1273- 
P903 
Post-Authorisation 

Sa fetyofSARS-CoV2 
mRNA-1273 Vaccine 
in the US: Active 
Surveilla nce, Signa 1 
Refinementand Self- 
Controlled Risk 
Interval(SCRI) Signa | 
Eva luation in 

Hea lth Verity 


Study status: Ongoing 


Study mRNA-1273- 
P904 
Post-Authorization 
Active Surveilla nce 
Sa fety Study Using 
Secondary Data to 
MonitorReal-World 
Safety ofthemRNA- 
1273 Vaccine in the 
EU 


Study status: Ongoing* 


Enha ncedpharmacovigila nce 
study to provide additional 
eva luationof AESI (including 
myocarditis andpericarditis) 
and emergingva lida tedsa fety 
signa ls. The study has 3 core 
objectives: 
-Estimationofback ground 
rates for AESI and other 
outcomes in the cohort 
-Assessmentof observed 
versus expected rates 
-Self-controlled risk interval 
analyses foradverseevents 
that meet specific threshold 
criteria 


The overarchingresearch 
questionof this study: Is the 
occurrence ofeach adverse 
event of specia linterest 
(AESI) amongpersons 
vaccinatedwith Spikevax in 
Europe higher than the 
occurrence ofthat AESI that 
would have been expected in 
the same population in the 
absence of Spikevax? 


Primary objective: 

- To a ssess whether 
vaccination with Spikevax (by 
dose number where feasible 
and foranydose)is associated 
with increased rates of the 
AESI compared with the 
expected rates overalland 
stratified by country, sex, and 


age group. 


Secondary objective: 

- To assess whether 
vaccination with Spikevax is 
associated with increased rates 
of the AESI compared with 
the expected rates in 


Protocol 
submission 


Myocarditis 
Perica rditis 
Vaccine- 
associated 
enhanced 
disease (VAED) 
including 
vaccine- 
associated 
enhanced 
respira tory 
disea se 
(VAERD) 
Long-term 
safety 

AESI and 
emerging 

va lida ted safety 
signa ls 


Interim 
updates 


Finalstudy 
report 


Protocol 
submission 


Myocarditis 
Perica rditis 
Vaccine- 
associated 
enhanced 
disease (VAED) 
including 
vaccine- 
associated 
enhanced 
respira tory 
disea se 
(VAERD) 
Long-term 
safety 

Use in fra il 
subjects with 
unstable health 
conditions and 
co-morbidities 
(e.g., chronic 
obstructive 
pulmonary 
disea se 
(COPD), 
diabetes, 
chronic 
neurological 
disea se, 


Interim 
Updates 


Finalstudy 
report 


31 Jan2021 


30 Apr 2021, 
31 Jul2021, 
31 Oct 2021, 
31 Jan 2022, 
30 Apr2022, 
31 Jul2022, 
31 Oct 2022, 
31 Jan2023 


30 Jun 2023 


30 Jun 2021 


30 Sep 2021, 
31 Mar2022, 
30 Sep 2022 

31 Mar2023, 


31 Dec 2023 
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Study Number, Title, Safety 
and Categories Concerns 
Status Summary of Objectives Addressed Milestones Due Dates 


subpopulations of interest: cardiovascular 
women of childbearinga ge, disorders) 
patients who are Use in subjects 
immunocompromised, with 

patients previously diagnosed | autoimmune or 
with COVID-19 infection, infla mmatory 
patients with unstable health | disorders 
conditions and comorbidities, 

and patients with autoimmune 

or inflammatory disorders 


Study mRNA-1273- The overarching research Use in Protocol 30 Jun 2021 
P905 questionis: is therea greater | pregnancy submission 

Monitoringsa fety of risk or prevalence of 

COVID-19 Vaccine pregnancy complications, 


Modema in pregnancy: | @dversepregnancyoutcomes, 31 Mar2022, 
an observationalstudy oradverse neonataloutcomes 30 Sep 2022 
usingroutinely following pregna ncies 31 Mar2023 


collected healthdatain | exposed to Spikevax  _ 
five European compared with pregnancies 


countries unexposed to Spikevax? Finalstudy 31 Dec 2023 
Study status: Ongoing* report 

Primary objectives: 

- To determine whether 


exposure to the Moderna 
COVID-19 vaccine during 
pregnancy is associated with 


an increased risk of: 


a. Pregnancy complications 
b. Adverse pregnancy 
outcomes 

c. Majorcongenital 

ma Iformations in the offspring 
(overalland organ-specific if 
feasible) 

d. Adverse neonataloutcomes 
Secondary objectives: 

- To describe utilization of 
COVID-19 VaccineModema 
in pregnancy 


Study mRNA-1273- Prima ry Objectives Use in Protocol 01 Mar2021 
P901 1. To evaluatethe immunocompro | submission 
Real-world study to effectivenessof2dosesof | misedsubjects | Interim 14 Sept 2021; 
evaluate mRNA-1273 Moderna COVID-19 vaccine Interaction with updates 14 Dec 2021; 
effectivenessandlong- | in preventing COVID-19 othervaccines, 14 Mar2022: 
term effectiveness in dia gnosis as possible 30 Jun 2022: 
the US. 2. To evaluatethe Use in fra il 31 Jul2022:, 
effectiveness of 2 doses of subjects with 14 Dec 2022: 
Study Status: Ongoing | Moderna COVID-19 vaccine | unstable health 14 Jun 2023; 
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Study Number, Title, Safety 
and Categories Concerns 
Status Summary of Objectives Addressed Milestones Due Dates 


in preventingsevere conditions and P= | 14 Dec 2023 


COVID-19 disease co-morbidities : 14 Apr 2025 
Secondary Objectives (e.g., chronic ahah 
1. To evaluate the obstructive ee 
effectiveness of 2 doses of pulmonary 
Moderna COVID-19 vaccine | disease 

in preventing COVID-19 (COPD), 

dia gnosis by ageand bysex diabetes, 

2. To evaluate the cardiovascular 
effectiveness of 2 doses of disorders) i 
Moderna COVID-19 vaccine | Use in subjects 
in preventing COVID-19 with 

dia gnosis by race/ethnicity autoimmune or 
groups infla mmatory 
3. To evaluate the disorders 
effectiveness of 2 doses of 

Modema COVID-19 vaccine 

in preventing COVID-19 

dia gnosis in individuals with 

chronic diseases (e.g., chronic 

kidney disease, lung disease 

including chronic obstructive 

pulmonary disease [COPD] 

and asthma, diabetes) 

4. To evaluate the 

effectiveness of 2 doses of 

Modema COVID-19 vaccine 

in preventing COVID-19 

dia gnosis in individuals who 

are immunocompromised 

(e.g., HIV, cancer, transplant, 
immunosuppressive 

medications) 

5. To evaluate the 

effectiveness of 2 doses of 

Modema COVID-19 vaccine 

in preventing COVID-19 

dia gnosis in individuals with 

autoimmune conditions (e.g, 

rheumatoid arthritis, 

inflammatory boweldisease, 

psoria sis, psoria tic arthritis, 

multiple sclerosis, systemic 

lupus erythematosus) 

6. To evaluate the 

effectiveness of 2 doses of 

Modema COVID-19 vaccine 

in preventing COVID-19 

dia gnosis in fra ilindividuals 
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Study Number, Title, Safety 
and Categories Concerns 
Status Summary of Objectives Addressed Milestones Due Dates 
7. To evaluatethe 
effectiveness of 2 doses of 
Moderna COVID-19 vaccine 
in preventing COVID-19 
dia gnosis in pregnant women 
8. To evaluatethe 
effectiveness of 2 doses of 
Moderna COVID-19 vaccine 
in preventing COVID-19 
dia gnosis among individual 
with a history of COVID-19 
dia gnosis 
9. To evaluatethe 
effectiveness of 2 doses of 
Moderna COVID-19 vaccine 
in preventing COVID-19 
dia gnosis when given 
concomitantly with another 
vaccine 
10. To evaluate the 
effectiveness of 2 doses of 
Moderna COVID-19 vaccine 
in preventing asymptomatic 
COVID-19 
11. To evaluate the 
effectiveness of 2 doses of 
Moderna COVID-19 vaccine 
in preventing symptomatic 
COVID-19 
12. To evaluate the durability 
of 2 doses of Moderna 
COVID-19 vaccine in 
preventingCOVID-19 
dia gnosis 
13. To evaluate the durability 
of 2 doses of Moderna 
COVID-19 vaccine in 
preventingsevere COVID-19 
disea se 
14. To evaluate the 
effectiveness of | dose of 
Moderna COVID-19 vaccine 
in preventing COVID-19 
dia gnosis 
15. To evaluate the 
effectiveness of | dose of 
Moderna COVID-19 vaccine 
in preventingsevere COVID- 
19 disease. 
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Study Number, Title, Safety 


and Categories Concerns 
Status Summary of Objectives Addressed Milestones Due Dates 


mRNA-1273-P910 Cha racterize natural history of Myocarditis Protocol 26 Apr 2022 
Natura lhistory and and risk factors for submission 


clinica loutcomesof myocarditis temporally - 
vaccineassociated associated with Modema Interim 30 Aug2022 
myocarditis COVID-19 vaccination in report 31 Jan 2023 
children and youngadults 30 Jun 2023 
Study status: Planned* 31Jan 2024 
30 Jun 2024 
31 Jan 2025 


Finalstudy | 30Jun2025 
report 


mRNA-1273-P911 The overarching goal of this) Myocarditis Protocol 30 Apr 2022 
Long-term outcomesof | study is to characterize long- submission 


myocarditis following | term outcomes of myocarditis - 

administration of temporally associated with Interm 31 Oct 2022 
SPIKEVAX (COVID- administration of elasomeran report 31 Oct 2023 
19 vaccine mRNA) (SPIKEVAX). 31 Oct 2024 
Study status:Planned 31 Oct 2025 


31 Oct 2026 

31 Oct 2027 

Finalstudy 31 Oct 2028 

report 

mRNA-1273-P919 To assess whethertherateof | Use in Protocol 28 Oct 2022 


An observationalstudy pregnancycomplications, pregnancy submission 


to assess maternaland | @dversepregnancyoutcomes, Study 
infantoutcomes oradverse neonataloutcomes 
following exposure to | is associa ted with prenatal 


Spikevax during exposure to Spikevax. Finalstudy | 31 Mar2024 
pregnancy report 
Study status: Planned 
* Study protocols willbe adapted to stratifythe result by Spikevax and Spikevax bivalents (both Origina I/Omicron 
BA.1 and BA.4-5), and to report on the progress and eventualupdates in the submissions of theinterim results 


30 Sep 2023 
completion 


Part IV: Plans for Post-Authorisation Efficacy Studies 


Not applicable 
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Part V: Risk Minimisation Measures (Including Evaluation of the Effectiveness of Risk 
Minimisation Activities) 


Risk Minimisation Plan 


V.1 Routine Risk Minimisation Measures 


Table 96: Description of Routine Risk Minimisation Measures by Safety Concern 


Safety Concern Routine Risk Minimisation Activities 


Myocarditis Routine risk communication: 
SmPC 4.4 Special Warnings and Precautions for Use and4.8 Undesirable Effects 
PL 2. What youneed to know before you are given Spikevax; 4 Possible side effects 
Routine risk minimisation activities recommending specific clinicalmeasures toa ddress 
the risk: 
Healthcare professionals should be alert to the signs and symptoms of myocardits and 
perica rditis. Vaccinees should be instructed to seek immediate medical a ttention if they 
develop symptoms indicative of myocarditis or pericarditis such as (acute and persisting) 
chest pain, shortness of breath, or palpitations following vaccination. Healthcare 
professionals should consult guidance and/or specialists to diagnose and treat this 
condition. (SmPC Section 4.4). 
Following vaccination, you should be alert to signs of myocarditis and pericarditis, such 
as breathlessness, palpitationsand chest pain, and seek immediate medical a ttention should 
these occur. (PL Section 2). 


Otherroutine risk minimisationmeasures beyond the Product Information: 
None. 


Perica rditis Routine risk communication: 
Sm PC 4.4 Special Warnings and Precautions for Use and 4.8 Undesirable Effects 
PL 2. What youneed to know before you are given Spikevax; 4 Possible side effects 
Routine risk minimisation activities recommending specific clinicalmeasures toa ddress 
the risk: 
Healthcare professionals should be alert to the signs and symptoms of myocarditis and 
perica rditis. Vaccinees should be instructed to seek immediate medicala ttention if they 
develop symptoms indicative of myocarditis or pericarditis such as (acute and persisting) 
chest pain, shortness of breath, or palpitationsfollowing vaccination. (SmPC Section 4 4). 
Following vaccination, you should be alert to signs of myocarditis and pericarditis, such 
as breathlessness, palpitations and chest pain, and seek immediate medical a ttention should 
these occur. (PL Section 2). 


Otherroutine risk minimisation measures beyond the Product Information: 
None. 


Vaccine-associated | Routine risk communication: 
enhanced disease None. 
(VAED) including | Routine risk minimisation activities recommending specific clinical measures toa ddress 
Vaccine-associated 1. 
, the risk: 
enhancedrespira tory N 
disease (VAERD) a A . 
Otherroutine risk minimisationmeasures beyond the Product Information: 
None. 


Use in pregnancyand | Routine risk communication: 
while breast-feeding 
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Safety Concern Routine Risk Minimisation Activities 
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Long-term safety 


Use in 
immunocompromised 
subjects 


Interaction with other 
vaccines 


Use in fra ilsubjects 
with unstable health 
conditions and co- 
morbidities (e.g. 
chronic obstructive 
pulmonary disease 
(COPD), dia betes, 
chronic neurological 
disea se, 
cardiovascular 
disorders) 


Use in subjects with 
autoimmune or 
inflammatory 
disorders. 


Sm PC, Section 4.6 Fertility, pregnancyand lactation and 5.3 Preclinicalsa fetydata; 

PL: 2. What you need to knowbefore youare given Spikevax? 

Routine risk minimisation activities recommending specific clinicalmeasures toa ddress 
the risk: 

None. 

Otherroutine risk minimisation measures beyond the Product Information: 

None. 

Routine risk communication: 

None. 


Routine risk minimisation activities recommending specific clinicalmeasures toa ddress 
the risk: 


None. 


Otherroutine risk minimisation measures beyond the Product Information: 
None. 


Routine risk communication: 

SmPC Section 4.4 Special Wamings and Precautions for Use; 

PL: 2. What you need to knowbefore youare given Spikevax 

Routine risk minimisationactivities recommending specific clinical measures to address 
the risk: 

None. 

Otherroutine risk minimisation measures beyond the Product Information: 

None. 

Routine risk communication: 

SmPC Section 4.5 Interactionwith othermedicinalproducts and otherformsof interaction 
PL: 2. What you need to know before you are given Spikevax 

Routine risk minimisation activities recommending specific clinical measures to address 
the risk: 

None. 

Otherroutine risk minimisation measures beyond the Product Information: 

None. 

Routine risk communication: 

SmPC section 5.1 Pharmacodynamic properties. 


Routine risk minimisation activities recommending specific clinicalmeasures to address 
the risk: 


None. 


Otherroutine risk minimisation measures beyond the Product Information: 
None. 


Routine risk communication: 


PL: 2. What you need to knowbefore youare given Spikevax 


Routine risk minimisation activities recommending specific clinicalmeasures toa ddress 
the risk: 


None. 


Otherroutine risk minimisationmeasures beyond the Product Information: 
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Safety Concern Routine Risk Minimisation Activities 


Sa 501 


V.2 Additional Risk Minimisation Measures 


Routine risk minimisation activities as described in Part V.1 are sufficientto manage the safety 
of Spikevax. 


V.3 Summary of Risk Minimisation Measures 


Table 97: Summary Table of Pharmacovigilance Activities and Risk Minimisation 
Activities by Safety Concern 


Safety Concern Risk Minimisation Measures Pharmacovigilance Activities 


Myocarditis 


Routine risk minimisation measures: 
SmPC Sections 

4.4 Special Warnings and 
Precautions for Use 

4.8 Undesirable effects 

PL Section 2 and 4 

Healthcare professionals should be 
alert to the signs and symptoms of 
myocarditis and pericarditis. 
Vaccinees should be instructedto 
seek immediate medicalattention if 
they developsymptoms indicativeof 
myocarditis orpericarditis suchas 
(acute and persisting) chest pain, 
shortness of breath, or palpitations 
following vaccination. Healthcare 
professionals should consult 
guidance and/or specialists to 

dia gnose and treat this condition. 
(SmPC section 4.4). 

Following vaccination, youshould 
bealert to signs of myocarditis and 
pericarditis, such as breathlessness, 
palpitations and chestpain, andseek 
immediate medica lattention should 
these occur. (PL Section 2). 
Additionalrisk minimisation 

mea sures: 

None 


Routine pharmacovigila nce activities 


beyond adversereactions reporting 


and signaldetection: 
Targeted followup questionnaire to 


collect structured clinicaldetails of 
myocarditis ormyopericarditis in 
individuals who have received 
Spikevax (see Section III.1). 
Additionalpharmacovigilance 
activities (finalCSR due date): 

Study mRNA-1273-P903 (final 

CSR: 30 Jun 2023) 

Study mRNA-1 273-P904 (final 

CSR: 31 Dec 2023) 

Study mRNA-1 273-P204 (final 

CSR; 31 Mar2024) 

Study mRNA-1273-P301 (final 

CSR: 30 Jun 2023) 

Study mRNA-1 273-P3 04 (final 

CSR: 31 Jan 2024) 

Study mRNA-1 273-P203 (final 

CSR: 31 Jul 2024) 

Study mRNA-1273-P9 10 (final 

CSR: 28 Feb 2025) 

Study mRNA-1273-P911 (final 

CSR: 31 Oct 2028) 
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Safety Concern Risk Minimisation Measures Pharmacovigilance Activities 


Perica rditis 


Vaccine-associated enhanced 
disease (VAED) including 

vaccine-associated enhanced 
respira tory disea se(VAERD) 


Routine risk minimisation measures: 
SmPC Sections 

4.4 Special Warnings and 
Precautions for Use; 


4.8 Undesirable effects; 

PL Section 2 and 4. 

Healthcare professionals should be 
alert to the signs and symptoms of 
myocarditis and pericarditis. 
Vaccinees should be instructed to 
seek immediate medicalattention if 
they developsymptoms indicativeof 
myocarditis orpericarditis suchas 
(acute and persisting) chest pain, 
shortness of breath, or palpitations 
following vaccination. Healthcare 
professionals should consult 
guidanceand/or specialists to 

dia gnose and treat this condition. 
(SmPC section 4.4). 

Following vaccination, youshould 
bealert to signs of myocarditis and 
pericarditis, such as breathlessness, 
palpitations and chestpain, andseek 
immediate medica lattention should 
these occur. (PL Section 2). 
Additionalrisk minimisation 

mea sures: 

None 

Routine risk minimisation measures: 
None. 

Additionalrisk minimisation 

mea sures: 

None. 


Page 116 


Routine pharmacovigilanceactivities 
beyond adversereactions reporting 
and signaldetection: 

Targeted followup questionnaire to 
collect structured clinica ldetails of 
pericarditis in individuals who have 
received Spikevax (see 

Section ITI.1). 


Additionalpharmacovigilance 
activities (finalCSR due date): 
Study mRNA-1273-P903 (final 
CSR: 30 Jun 2023) 
Study mRNA-1273-P904 (final 
CSR: 31 Dec 2023) 
Study mRNA-1273-P204 (final 
CSR; 31 Mar2024) 
Study mRNA-1273-P301 (final 
CSR: 30 Jun 2023) 
Study mRNA-1273-P3 04 (final 
CSR: 31 Jan 2024) 
Study mRNA-1273-P203 (final 
CSR: 31 Jul2024) 


Routine pharmacovigilance activities 


beyond adversereactions reporting 


and signaldetection: 
Targeted followup questionnaire to 


collect structured clinicaldetails of 
COVID-19 disease in individuals 
who have received Spikevax. The 
intent is to provide insight into 
potential cases of vaccine lack of 
effect or VAED (see Section III.1). 
Additionalpharmacovigilance 
activities (finalCSR duedate): 

Study mRNA-1 273-P903 (final 

CSR: 30 Jun 2023) 

Study mRNA-1 273-P904 (final 

CSR: 31 Dec 2023) 

Study mRNA-1273-P204 (final 

CSR; 31 Mar2024) 

Study mRNA-1273-P301 (final 

CSR: 30 Jun 2023) 
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Safety Concern Risk Minimisation Measures Pharmacovigilance Activities 


Use in pregnancy and while 
brea st-feeding 


Long-term safety 


Use in immunocompromised 
subjects 


Routine risk minimisation measures: 


SmPC Sections 

4.6 Fertility, pregnancy and 
la cta tion; 

5.3 Preclinica Isa fety data; 
PL Section 2. 
Additionalrisk minimisation 
measures: 

None. 


Routine risk minimisation measures: 


None. 


Additionalrisk minimisation 
measures: 
None. 


Routine risk minimisation measures: 
SmPC Section 

4.4 Special Warnings and 
Precautions forUse; 

PL Section 2. 


Additionalrisk minimisation 
measures: 
None. 
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Routine pharmacovigilanceactivities 
beyond adversereactions reporting 
and signaldetection: 
None 
Additionalpharmacovigilance 
activities (finalCSR duedate): 
Study mRNA-1273-P905 (final 
CSR: 31 Dec 2023) 
Study mRNA-1273-P9 19 (final 
CSR: 31 Mar2024) 


Routine pharmacovigilanceactivities 
beyond adversereactions reporting 
and signaldetection: 
None. 
Additionalpharmacovigilance 
activities (finalCSR duedate): 
Study mRNA-1 273-P903 (final 
CSR: 30 Jun 2023) 
Study mRNA-1 273-P904 (final 
CSR: 31 Dec 2023) 
Study mRNA-1 273-P204 (final 
CSR; 31 Mar2024) 
Study mRNA-1 273-P301 (final 
CSR: 30 Jun 2023) 


Study mRNA-1273-P203 (final 
CSR: 31 Jul 2024) 

Study mRNA-1273-P205 (final 
CSR: 31 Dec 2023) 


Routine pharmacovigilanceactivities 

beyond adverserea ctions reporting 

and signaldetection: 

None 

Additionalpharmacovigilance 

activities (finalCSR duedate): 

e Study mRNA-1273-P901 (final 
CSR: 14 Apr 2025) 

e Study mRNA-1273-P3 04 (final 
CSR: 31 Jan 2024) 
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Safety Concern Risk Minimisation Measures Pharmacovigilance Activities 


Interaction with other vaccines 


Use in frailsubjects with unstable 
health conditions and co- 
morbidities (e.g., chronic 
obstructive pulmonary disease 
(COPD), diabetes, chronic 
neurologicaldisease, 


cardiovascular disorders) 


Use in subjects with autoimmune 
or inflammatory disorders 


Routine risk minimisation measures: 
SmPC Section 

4.5 Interaction with other medicinal 
products and otherforms of 

intera ction; 

PL Section 2. 


Additionalrisk minimisation 
measures: 
None. 


Routine risk minimisation measures: 


SmPC section 5.1. 
Pharmacodynamic properties 


Additionalrisk minimisation 
measures: 
None. 


Routine risk minimisation measures: 


PL Section 2 


Additionalrisk minimisation 
measures: 
None. 
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Routine pharmacovigilanceactivities 

beyond adversereactions reporting 

and signaldetection: 

None 

Additional pharmacovigilance 

activities (finalCSR duedate): 
Study mRNA-1273-P901 (final 
CSR: 14 Apr 2025) 


Routine pharmacovigilance activities 
beyond adverserea ctions reporting 
and signaldetection: 
None 
Additionalpharmacovigilance 
activities (finalCSR duedate): 
Study mRNA-1273-P901 (final 
CSR: 14 Apr 2025) 
Study mRNA-1273-P9 04 (final 
CSR: 31 Dec 2023) 


Routine pharmacovigilanceactivities 
beyond adverserea ctions reporting 
and signaldetection: 

None 
Additionalpharmacovigilance 


activities (finalCSR duedate): 
Study mRNA-1273-P901 (final 


CSR: 14 Apr2025) 
Study mRNA-1273-P904 (final 
CSR: 31 Dec 2023) 
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Part VI: Summary ofthe Risk Management Plan 


Summary of risk management plan for Spikevax (Elasomeran), Spikevax bivalent 
Original/Omicron BA.1  (Elasomeran/Imelasomeran), and  Spikevax bivalent 
Original/Omicron BA.4-5 (Elasomeran/Davesomeran) 


This is a summary of the risk management plan (RMP) for Spikevax, Spikevax bivalent 
Original/Omicron BA.1, and Spikevax bivalent Original/Omicron BA.4-5. The RMP details 
important risks of Spikevax, Spikevax bivalent Original/Omicron BA.1, and Spikevax bivalent 
Original/Omicron BA.4-5, how these risks can be minimised, and how more information will be 
obtained about Spikevax’s, Spikevax bivalent Original/Omicron BA.1’s, and Spikevax bivalent 
Original/Omicron BA.4-5’s risks and uncertainties (missing information). 


Spikevax’s, Spikevax bivalent Original/Omicron BA. 1’s, and Spikevax bivalent Original/Omicron 
BA.4-5’s summaries of product characteristics (SmPCs) and their package leaflets give essential 
information to healthcare professionals and patients on how Spikevax, Spikevax bivalent 
Original/Omicron BA.1, and Spikevax bivalent Original/Omicron BA.4-5 should be used. 


This summary of the RMP for Spikevax, Spikevax bivalent Original/Omicron BA. 1, and Spikevax 
bivalent Original/Omicron BA.4-5 should be read in the context of all this information including 
the assessment report of the evaluation and its plain-language summary, all which is part of the 
European Public Assessment Report (EPAR). 


Important new concerns or changes to the current ones will be included in updates of the 
Spikevax’s, Spikevax bivalent Original/Omicron BA.1’s, and Spikevax bivalent Original/Omicron 
BA.4-5’s RMP. 


I The Medicine and What it is Used for 


Spikevax is authorised for active immunisationto prevent COVID-19 caused by SARS-CoV-2 in 
individuals 6 months of age and older. Spikevax bivalent Original/Omicron BA.1 is authorised for 
active immunisation to prevent COVID-19 caused by SARS-CoV-2 in individuals 6 years of age 
and older who have previously receivedat least a primary vaccination course against COVID-19. 
Spikevax bivalent Original/Omicron BA.4-5 is authorised for active immunisation to prevent 
COVID-19 caused by SARS-CoV-2, in individuals 12 years of age and older who have previously 
received at least a primary vaccination course against COVID-19. 


The active substance in Spikevax is mRNA encoding the SARS-CoV-2 Spike protein embedded 
in lipid nanoparticles (elasomeran) and itis given by intramuscular route. The active substances in 
Spikevax bivalent Original/Omicron BA.1 are mRNA encoding the original SARS-CoV-2 Spike 
protein embedded in lipid nanoparticles (elasomeran) and mRNA encoding the SARS-CoV-2 
Spike protein of the Omicron variant embedded in lipid nanoparticles (imelasomeran) and it is 
given by intramuscularroute. The active substances in Spikevax bivalent Original/Omicron BA4- 
5 are mRNA encoding the original SARS-CoV-2 Spike protein embedded in lipid nanoparticles 
(elasomeran) and mRNA encoding the SARS-CoV-2 Spike protein of the Omicron variant 
embedded in lipid nanoparticles (davesomeran) and it is given by intramuscular route. 


Further information about the evaluation of Spikevax, Spikevax bivalent Original/Omicron BA.1, 
and Spikevax bivalent Original/Omicron BA.4-5 benefits can be found in the Spikevax EPAR, 
including in its plain-language summary, available on the European Medicines Agency (EMA) 
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website, under the medicine’s webpage: 
www.ema.europa.eu/en/medicines/human/EPAR/spikevax 


II Risks Associated With the Medicine and Activities to Minimise or Further 
Characterise the Risks 


Important risks of Spikevax, Spikevax bivalent Original/Omicron BA.1, and Spikevax bivalent 
Original/Omicron BA.4-5, together with measures to minimise such risks and the proposed studies 
for learning more about Spikevax, Spikevax bivalent Original/Omicron BA.1, and Spikevax 
bivalent Original/Omicron BA.4-5’s risks, are outlined below. 


Measures to minimise the risks identified for medicinal products can be: 


Specific information, such as warnings, precautions, and advice on correct use, in the package 
leaflet and SmPC addressed to patients and healthcare professionals; 


Important advice on the medicine’s packaging; 


The authorised pack size — the amount of medicine in a pack is chosen so to ensure that the 
medicine is used correctly; 


The medicine’s legal status — the way a medicine is supplied to the patient(e.g., with or without 
prescription) can help to minimise its risks. 


Together, these measures constitute routine risk minimisation measures. 


In addition to these measures, information about Adverse Reactions (ARs) is collected 
continuously and regularly analysed, including Periodic Safety Update Report (PSUR) assessment, 
so that immediate action can be taken, as necessary. These measures constitute routine 
pharmacovigilance activities. If important information that may affect the safe use of Spikevax, 
Spikevax bivalent Original/Omicron BA.1, and Spikevax bivalent Original/Omicron BA.4-5 is not 
yet available, it is listed under “missing information” below. 


In the case of Spikevax, Spikevax bivalent Original/Omicron BA.1, and Spikevax bivalent 
Original/Omicron BA.4-5, these measures are supplemented with additional pharmacovigilance 
activities mentioned under the relevant important risks below. 


IA List of Important Risks and Missing Information 


Important risks of Spikevax, Spikevax bivalent Original/Omicron BA.1, and Spikevax bivalent 
Original/Omicron BA.4-5 are risks that need special risk management activities to further 
investigate or minimise the risk, so that the medicinal product can be safely administered. 
Important risks can be regarded as identified or potential. Identified risks are concerns for which 
there is sufficient proof of a link with the use of Spikevax, Spikevax bivalent Original/Omicron 
BA.1, and Spikevax bivalent Original/OmicronBA.4-5. Potential risks are concerns for which an 
association with the use of this medicine is possible based on available data, but this association 
has not been established yet and needs further evaluation. Missing information refers to 
information on the safety of the medicinal product that is currently missing and needs to be 
collected (e.g., on the long-term use of the medicine). 
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Table 98: List of Important Risks and Missing Information 
Important identified risks Myocarditis 
ee ee 
enhanced respiratory disease (VAERD) 


Missing information 


(= 


Jse in pregnancy and while breast-feeding 

ong-term safety 

Jse in immunocompromised subjects 

nteraction with other vaccines 

Jse in frail subjects with unstable hea lth conditions and co-morbidities (e.g., 
hronic obstructive pulmonary disease (COPD), diabetes, chronic neurological 
isease, cardiovascular disorders) 


se in subjects with autoimmune orinflammatorydisorders 


eae 


a0 


eG 


I.B Summary of Important Risks 


Table 99: Important Identified Risk: Myocarditis 


Important Identified Risk: Myocarditis 


Evidence forlinkingtherisk to | Data toevaluate the safetyconcern were derived from clinicaltria ls andthe post- 
the medicine authorisation safety. 


Risk factors andrisk groups Approximately 1% to 5% of patients that test positive for acute vira linfection(s) 
may exhibit a form of myocarditis. The annual prevalence of myocardits has 
been reported from 10.2 to 105.6 per 100,000 worldwide, and its annual 
occurrence is estimated at about 1.8 million cases. 

Most studiesof acute myocarditis report a greater prevalence and severity in mak 
patients, speculated to be caused by a protective effect of natural hormonal 
influences on immuneresponses in women when compared with men. Patients 
are usually between the ages of 20 and 50. Acute myocarditis and 
hyperthyroidism are alsocommon diseasesthat often present in young, otherwise 
hea Ithy patients. 

The spontaneous reportsincluded in the global safety database included 4 cases 
that reported previous COVID-19 infection (5.9%) with these reports in the 18 to 
39 years ofage group. There were 5 reports of previous Myocarditis/ Pericarditis 
medicalhistory (5.9%), 14 reports of cardiovascular conditions (16.5%), 5 with 
Thyroid conditions (5.9%), and 12 (14.1%) had previous medical histories of 


a llergy-type conditions includinghistory ofanaphylaxis. 
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Important Identified Risk: Myocarditis 


Risk minimisa tion measures 


Additional pharmacovigilance 
activities 


Routine risk minimisation measures: 

SmPC 4.4 Special Warnings and Precautions for Use and4.8 Undesirable Effects 
PL 2. What you need to know before you are given Spikevax; 4 Possible side 
effects 

Healthcare professionals shouldbe a lert to the signs and symptoms of myocarditis 
and pericarditis. Vaccinees should be instructed to seek immediate medical 
attention if they develop symptoms indicative of myocarditis or pericarditis such 
as (acute and persisting) chest pain, shortnessof breath, or palpitations following 
vaccination. Healthcare professionals should consult guidance and/or specialists 
to dia gnoseand treat this condition. (SmPC Section 4.4). 

Following vaccination, you should be alert to signs of myocarditis and 
pericarditis, such as breathlessness, palpitations and chest pain, and seek 
immediate medicalattention should these occur. (PL Section 2). 
Additional risk minimisation measures: 

None 


Additionalpharmacovigilance activities: 
Study mRNA-1273-P903 

Study mRNA-1273-P904 

Study mRNA-1273-P204 

Study mRNA-1273-P910 

Study mRNA-1273-P911 

Study mRNA-1273-P301 

Study mRNA-1273-P304 

Study mRNA-1273-P203 

See Section II.C of this summary for an overview of the post-authorisatio 
development plan. 


Table 100: Important Identified Risk: Pericarditis 


Important Identified Risk: Pericarditis 


Evidence forlinkingtherisk to 
the medicine 


Risk factors andrisk groups 


Data toevaluate the safetyconcern were derived from the clinicaltria ls andpost- 
authorisation safety data. 


In most cases, the cause of pericarditis is idiopathic or is assumed to be due to a 
viral infection. There are severalless common infectious and non-infectious 
causes of pericarditis, but most patients with acute pericarditis present with a 
history suggestive of recent or concurrent vira illness. Most cases resolve with 
no long-term sequelae. While pericardial effusions might develop asa result of 
perica rditis, they are usually minorandrarely result in cardiac tamponade. 
Acute pericarditis is more common in men than in women. However, a Ithough 
this condition is more common in adults than in children, adolescents a re more 
commonly affected than youngadults. 

A prospective clinical cohort study in Italy identified an incidence of 27.7 cases 
per 100,000 person-years. Another study, a retrospective analysis of Finnish 
registry data capturing admissions to 29 hospitals over a span of 9.5 years 
identified an age standardized incidence of 3.32 per 100,000 person-years, with 
higher ratesin men ages 16-65. 

Pericarditis is the most common pericardial disorder. Congenital perica rdial 
disorders a re ra re. 
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Important Identified Risk: Pericarditis 


Risk minimisationmeasures | Routine risk minimisation measures: 
SmPC Section 4.4Special Wamings and Precautions for Use and 4.8 Undesirable 
Effects 
PL 2. What you need to know before you are given Spikevax; 4 Possible side 
effects 


Healthcare professionals shouldbe a lert to the signs and symptoms of myocarditis 
and pericarditis. Vaccinees should be instructed to seek immediate medical 
attention if they develop symptoms indicative ofm yocarditis or pericarditis such 
as (acute and persisting) chest pain, shortness of breath, or palpitations following 
vaccination. (SmPC Section 4.4). 

Following vaccination, you should be alert to signs of myocarditis and 
pericarditis, such as breathlessness, palpitations and chest pain, and seek 


immediate medicalattention should these occur. (PL Section 2). 
Additionalrisk minimisation measures: 
None. 


Additional pharmacovigilance| Additionalpharmacovigilance activities: 
activities Study mRNA-1273-P903 
Study mRNA-1273-P904 
Study mRNA-1273-P204 
Study mRNA-1273-P301 
Study mRNA-1273-P304 
Study mRNA-1273-P203 
See Section II.C of this summary for an overview of the post-authorisatio 
development plan. 


Table 101: Important Potential Risk: Vaccine-associated Enhanced Disease (VAED) 
Including Vaccine-associated Enhanced Respiratory Disease (VAERD) 
Disease 


Important Potential Risk: Vaccine-associated Enhanced Disease (VAED) Including Vaccine-associated 
Enhanced Respiratory Disease (VAERD) 


Evidence forlinkingtherisk to | No evidence of harm has been identified in nonclinical studies nor from thePhase 

the medicine 3 mRNA-1273-P301 harm monitoringat the time of the data lock point for the 
risk management plan where safety followup is based ona median duration of 
follow-up after the second injection to the data cut-off for database lock 
(including Part A and Part B) was 183 days (range: 1 to 218 days), or 
approximately 6 months. As of 30 June 2021, no new information has been 
identified through post-authorisation safety data. 


Risk factors andrisk groups This is a potential risk andno increased risk to elasomeranhas been established. 
Therefore, no risks groups or risks factors can be identified. However, the 
generation of binding but poorly neutralizing antibodies in individuals may resuk 
in an acceleratedandmore marked viremia andmore severe disease. 


Risk minimisa tionmeasures Routine risk minimisation measures: 
None. 
Additionalrisk minimisation measures: 
None. 


Additional pharmacovigilance | Additionalpharmacovigilance activities: 
activities 
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Study mRNA-1273-P903 
Study mRNA-1273-P904 
Study mRNA-1273-P204 


Study mRNA-1273-P301 
See section II.C of this summary for an overview of the post-authorisatio 
development plan. 


Table 102: Missing information: Use in Pregnancy and While Breast-Feeding 


Risk minimisa tion measures 


Additional pharmacovigilance 
activities 


Routine risk minimisation measures: 
SmPC Sections 

4.6 Fertility, pregnancy and lactation 
5.3 Preclinica lsafetydata 

PL Section 2 

Additiona lrisk minimisation measures: 
None 


Additionalpharmacovigilance activities: 

Study mRNA-1273-P905 

Study mRNA-1273-P919 

See section II.C of this summary for an overview of the post-authorisatio 
development plan. 


Table 103: Missing information: Long-Term Safety 


Risk minimisa tion measures 


Additional pharmacovigilance 
activities 


Routine risk minimisation measures: 
None 

Additionalrisk minimisation measures: 
None 


Additionalpharmacovigilance activities: 

Study mRNA-1273-P903 

Study mRNA-1273-P904 

Study mRNA-1273-P204 

Study mRNA-1273-P301 

Study mRNA-1273-P203 

Study mRNA-1273-P205 

See section II.C of this summary foran overview of the post-authorisa tion 
development plan. 


Table 104: Missing information: Use in Immunocompromised Subjects 


Risk minimisa tionmeasures 


Routine risk minimisation measures: 
SmPC Section 
4.4 SpecialWamings and Precautions for Use 


PL Section 2 
Additiona lrisk minimisation measures: 
None 
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Additional pharmacovigilance 
activities 


Additionalpharmacovigilance activities: 
Study mRNA-1273-P901 
Study mRNA-1273-P304 


See section II.C of this summary for an overview of the post-authorisatio 
development plan. 


Table 105: Missing information: Interaction with Other Vaccines 


Risk minimisa tion measures 


Additional pharmacovigilance 
activities 


Routine risk minimisation measures: 

SmPC Section 

4.5 Interaction with other medicinalproducts and other forms of interaction 
PL Section 2 

Additiona Irisk minimisation measures: 

None 


Additionalpharmacovigilance activities: 

Study mRNA-1273-P901 

See section II.C of this summary for an overview of the post-authorisatio 
development plan. 


Table 106: Missing information: Use in FrailSubjects With Unstable Health Conditions 
and Co-morbidities (e.g., Chronic Obstructive Pulmonary Disease (COPD), 
Diabetes, Chronic Neurological Disease, Cardiovascular Disorders) 


Risk minimisa tion measures 


Additional pharmacovigilance 
activities 


Routine risk minimisation measures: 

SmPC Section 5.1 Pharmacodynamic properties 
Additionalrisk minimisation measures: 

None 

Additionalpharmacovigilance activities: 

Study mRNA-1273-P901 

Study mRNA-1273-P904 


See section II.C of this summary for an overview of the post-authorisatio 
development plan. 


Table 107: Missing information: Usein Subjects With Autoimmune or Inflammatory 


Disorders 


Risk minimisa tion measures 


Additional pharmacovigilance 
activities 


Routine risk minimisation measures: 

PL Section 2 

Additionalrisk minimisation measures: 
None 

Additionalpharmacovigilance activities: 
Study mRNA-1273-P901 

Study mRNA-1273-P904 


See section II.C of this summary for an overview of the post-authorisatio 
development plan. 
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H.C  Post-Authorisation Development Plan 


II.C.1 Studies Which are Conditions ofthe Marketing Authorisation 


There are no studies which are conditions of the marketing authorisation or specific obligations of 
Spikevax, Spikevax bivalent Original/Omicron BA.1, or Spikevax bivalent Original/Omicron 
BA.4-5. 


II.C.2 Other Studies in Post-Authorisation Development Plan 


The following studies are considered ongoing and/or planned additional pharmacovigilance 
activities: 


Study Title and Number Purpose of the Study 


Phase 3, Randomized, Stratified, Observer-Blind, 
Placebo-Controlled Study to Evaluate the Efficacy, 
Safety, and Immunogenicity of mRNA-1273 SARS- 
CoV-2 Vaccine in Adults Aged 18 Years and Older 
(mRNA-1273-P301) 

A Phase 2/3, Randomized, Observer-Blind, Pla cebo- 
Controlled Study to Evaluate the Safety, 
Reactogenicity, and Effectiveness of mRNA-1273 
SARS-CoV-2 Vaccine in Healthy Adolescents 12 to 
< 18 years of age (mRNA-1273-P203) 


Phase 2/3, two-part, open-label, dose-escalation, a ge de- 
escalation and subsequent randomized, observer-blind, 
placebo-controlled expansion study to evaluate the 
safety, tolerability, reactogenicity, and effectiveness of 
mRNA-1273 in healthy children 6 months to less than 
12 years of age (mRNA-1273-P204) 


Phase 2/3 Study to Evaluate the Immunogenicity and 
Safety of mRNA Va ccine Boosters for SARS-Co V-2 
Varia nts (mRNA-1273-P205) 


A Phase 3b, Open-Label, Safety and Immunogenicity 
Study of SARS-CoV-2 mRNA-1273 Vaccine in Adult 
Solid Organ Transplant Recipients and Healthy 
Controls (mRNA-1273-P304) 


Post-Authonisation Safety of SARS-CoV-2 mRNA- 
1273 Vaccine in the US: Active Surveillance, Signal 
Refinement and Self-Controlled Risk Interval(SCRI) 
Signa | Eva luation in Hea IthVerity 
(mRNA-1273-P903) 


Long-term safety data and durability of vaccine 
effectiveness (VE). 


Evaluate thesafety, reactogenicity, andeffectivenessof 
Spikevax. 
Assess safety and immunogenicity of mRNA-1273.222 


Safety, tolerability, reactogenicity, and effectiveness of 
up to 3 doses of elasomeran administered as 2 doses 28 
days apart in healthy children 6 months to less than 12 
years of age 


Evaluate the immunogenicity, safety, and reactogenicity 
of mRNA vaccine boosters for SARS CoV-2 va nants 
including mRNA-1273.211, Spikevax, mRNA- 
1273.617.2, mRNA-1273.213, mRNA-1273.529, 
mRNA-1273.214 (Spikevax bivalent Origina l/Omicton 
BA.1), and mRNA-1273.222 (Spikevax biva lent 
Origina Omicron BA.4-5) 


Safety and reactogenicity and adverse events for 12 
months afterreceiving2 or3 doses of SARS-CoV-2 
elasomeranvaccine. Immunogenicity: neutralizing and 
binding antibody titres as surrogate endpoints expected 
to predict clinica | benefit. 


Enhanced pharmacovigilance study to provide 
additional evaluation of AESI (including myocarditis 
and pericarditis) and emerging validated sa fety signals. 
The study has 3 core objectives: 

-Estimation of background rates for AESI and other 
outcomes in the cohort 


-Assessment of observed versus expectedrates 
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Study Title and Number Purpose of the Study 


Post-Authorization Active Surveilla nce Safety Study 
Using Secondary Data to Monitor Real-World Safety of 
the mRNA-1273 Vaccine in the EU (mRNA- 
1273-P904) 


Monitoring safety of COVID-19 Vaccine Moderna in 
pregnancy: an observational study using routinely 


collected health data in five European countries 
(mRNA-1273-P905) 


Real-World Study to Evaluate mRNA-1273 
Effectiveness andLong-term Effectiveness in the U.S 
(mRNA-1273-P901) 


Natural history and clinical outcomes of vaccine 
associated myocarditis 
(mRNA-1273-P910) 


Long-term outcomes of myocarditis following 
administration of SPIKEVAX (COVID-19 vaccine 
mRNA) 

(mRNA-1273-P911) 


An observationalstudy to assess maternal and infant 
outcomes following exposure to Spikevax during 
pregna ncy 

(mRNA-1273-P919) 


-Self-controlled risk interva lanalysesfor adverse events 
that meetspecific threshold criteria. 


The overarchingresearch question ofthis study: Is the 
occurrence of each adverse event of special interest 
(AESI) among persons vaccinated with Spikevax in 
Europe higher than the occurrence of that AESI that 
would have been expected in the same population in the 
absence of Spikevax? 


The overarching research questionis: is there a greater 
risk orprevalence of pregnancy complications, adverse 
pregnancy outcomes, or adverse neonatal outcomes 
following pregnancies exposed to Spikevax compared 
with pregnancies unexposed to Spikevax? 


Evaluate the vaccine effectiveness (VE) of Modema 
COVID-19 vaccine in preventing COVID-19 diagnosis 
(symptomatic and asymptomatic) and severe COVID-19 
disea se (hospitaliza tions and mortality). 


Characterize natural history of and risk factors for 
myocarditis temporally associated with Modema 
COVID-19 vaccination in children and young adults 


The overarching goal of this study is to characterize 
long-term outcomes of myocarditis tempora ly 
associated with administration of ela someran 
(SPIKEVAX). 


To assess whether the rate of pregnancy complications, 
adverse pregnancy outcomes, or adverse neonatal 
outcomes is associated with prenatal exposure to 
Spikevax. 
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Part VII: Annexes 


Annex | - EudraVigilance Interface 


Annex 2 — Tabulated Summary of Planned, Ongoing, and Completed Pharmacovigilance Study 
Program 


Annex 3 — Protocols for Proposed, Ongoing, and Completed Studies in the Pharmacovigilance 
Plan 


Annex 4 — Specific Adverse Drug Reaction Follow-Up Forms 

Annex 5 — Protocols for Proposed and Ongoing Studies in RMP Part IV 
Annex 6 — Details of Proposed Additional Risk Minimisation Activities 
Annex 7 — Other Supporting Data (Including Referenced Material) 


Annex 8 — Summary of Changes to the Risk Management Plan Over Time 
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Annex 1 — EudraVigilance Interface 
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Annex 2 — Tabulated Summary of Planned, Ongoing, and Completed Pharmacovigilance Study 
Program 


Table 108: Tabulated Summary of Planned, Ongoing, and Completed 
Pharmacovigilance Study Program 


Study Number, Protocol Links 


Title,and 
Categories Summary of Safety Concerns 
Status Objectives Addressed Milestones Due Dates 


Category 2 — Imposed mandatory additional pharmaco vigila nce activities which are Specific Obliga tions in the 
context ofa conditionalmarketinga uthorisation underexceptionalcircumstances 


Category3 — Required pharmacovigila nceactivities 


Study mRNA- Evaluate long-term Vaccine-a ssociated Study mRNA-1 273-P301 — Protocol 
1273-P301 safety dataand enhanced disease mRNA-1273-P301 Amendment6 


Phase 3, durability of vaccine (VAED) including Interim CSR 15 Oct2021 
effectiveness (VE). 


Randomized, vaccine-associated 

Stratified, enhancedrespiratory | Long-term 31 Dec 2022 
Observer-Blind, disease (VAERD) follow-up Part B 

Placebo- & C Interim CSR 


Controlled Study Myocarditis FinalCSR 30 Jun 2023 
to Evaluate the 
Effica cy,Sa fety, 
and 
Immunogenicity of 
mRNA-1273 
SARS-CoV-2 
Vaccine in Adults 
Aged 18 Years and 
Older 


Perica rditis 
Long-term safety 


Study Status: 
Ongoing 


Study mRNA- Evaluate the safety, Myocarditis mRNA-1273-P203— mRNA-1273-P203 
1273-P203 reactogenicity,and Pericarditis —Protocolv5.0— 25Jan2022 

A Phase 2/3, effectiveness of Long-term safety Interim long-term | 31 Oct 2022 
Randomized, Spikevax. safety CSR for 

Observer-Blind, | Assess safety and ParttA&B 


Placebo- immunogenicityof - 

Controlled Study | mRNA-1273.222. FinalCSR 15 Jul2025 
to Evaluate the 

Safety, 

Reactogenicity, 

and Effectiveness 

of mRNA-1273 

SARS-CoV-2 

Vaccine in Healthy 

Adolescents 12 to 
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Protocol Links 


Study Number, 


Title,and 
Categories 
Status 

< 18 years of age 
Study Status: 
Ongoing 

Study mRNA- 
1273-P204 

Phase 2/3, two- 
part,open-label, 
dose-esca lation, 
age de-escalation 
and subsequent 
randomized, 
observer-blind, 
placebo-controlled 
expansion studyto 
evaluate the safety, 
tolera bility, 
reactogenicity, and 
effectiveness of 
mRNA-1273 in 
healthychildren 6 
months to less than 
12 years of age 


Study status: 
Ongoing 

Study mRNA- 
1273-P205 

Phase 2/3 Study to 


Evaluate the 
Immunogenicity 
and 

Safety of mRNA 
Vaccine Boosters 
for SARS-CoV-2 


Varia nts 


Study status: 
Ongoing 


Study 20-0003 
Phase I, Open- 
Label, Dose- 
RangingStudy of 
the Safety and 


Summary of 
Objectives 


Safety, tolerability, 
reactogenicity, and 
effectiveness ofup to3 
doses of ela someran 
administered as 2 doses 
28 days apart in healthy 
children 6 months to 
less than 12years ofa ge 


Evaluate the 
immunogenicity,safety, 
and reactogenicity of 
mRNAvaccine boosters 
for SARS CoV-2 

varia nts including 
mRNA-1273.211, 
Spikevax,mRNA- 
1273.617.2,mRNA- 
1273.213,mRNA- 
1273.529, 
mRNA-1273.214 
(Spikevax bivalent 
Origina l/Omicron 
BA.1), and mRNA 
1273.222(Spikevax 
biva lent Origina 1/ 
Omicron BA.4-5) 


Safety and 
reactogenicity of a 
2-dose vaccination 
schedule 28 days apart, 
at different doselevels. 


Safety Concerns 
Addressed 


Myocarditis 
Pericarditis 
Vaccine-associated 
enhanced disease 
(VAED) including 
vaccine-associated 


enhanced respira tory 


disease (VAERD) 
Long-term safety 


Long-term safety 


Myocarditis 
Perica rditis 
Long-term safety 


Milestones 


Page 131 


Study mRNA-1273-P204 
Protocoland Amendment | to 5 


Study start 
FinalCSR 


15 Mar2021 


31 Mar2024 


Study mRNA-1273-P205 
Protocoland Amendment 7 


Study start 
Interim CSR 
FinalCSR 


28 May 2021 
30 Jun 2022 


31 Dec 2023 


DMID-—20-0003 16.1.1 Protocoland 
Protocol Amendments — Fina 1CSR 


Interim CSR 


01 May 2021 


FinalCSR (Main | 01 Nov 2022 
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Protocol Links 


Study Number, 
Title,and 
Categories 
Status 


Summary of 
Objectives 


Immunogenicityof| IgG ELISA at Da y 57. 


2019-nCoV 
Vaccine (mRNA- 
1273)in Healthy 
Adults 


Study status: 
Completed 


Study mRNA- 
1273-P201 
Phase 2a, 
Randomized, 
Observer-Blind, 
Placebo- 
Controlled, Dose- 
Confirmation 
Study to Evaluate 
the Safety, 
Reactogenicity, 
and 
Immunogenicity 
of mRNA-1273 
SARS-CoV-2 
Vaccine in Adults 
> 18 Years 


Study status: 
Completed 


Study mRNA- 
1273-P304 

A Phase 3b, 
Open-Label 
Safety and 
Immunogenicity 
Study of SARS- 
CoV-2 mRNA- 
1273 Vaccinein 
Adult Solid 
Organ Transp nt 
Recipients and 
Hea Ithy Controls 


Study status: 
Ongoing 
Study mRNA- 
1273-P903 
Post- 


Neutralizing Ab using 
differentassays, SARS- 
CoV-2 spike-specific T- 
cell responses. 


Safety and 
reactogenicity and 
immunogenicityof2 
dose levels 50 and 100 
ug administered as 2 
doses 28 days apart. 
Follow up period 
extendedby 6 months 
fora totalof over 12 
months in those that 
receive 
vaccine/booster 


Safety and 
reactogenicity and 
adverseevents for 12 
months after receiving 
2 or 3 doses of 
elasomeran. 
Immunogenicity: 
neutralizingand 
bindingantibody titres 
as surrogate endpoints 
expected to predict 
clinica | benefit. 


Enha nced 
pharmacovigila nce 
study to provide 


Safety Concerns 
Addressed 


Myocarditis 
Pericarditis 


Myocarditis 
Pericarditis 

Use in 
immunocompromised 
subjects 

AESI 


Myocarditis 
Pericarditis 
Vaccine-associated 


Ze 
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Study mRNA-1273-P201—mRNA-1273- 
P201 ProtocolAmendment 6 — 28 


Apr2021 (v2.0) 


Interim Part A 01 Mar2021 
CSR 


Interim Part B 
CSR 


Part C CSR (fina 1) 


Protocol 
submission 


Interim report 
FinalCSR 


30 Jun 2022 


30 Sep 2022 


Study mRNA-1273-P304 — Protocol 
mRNA-1273-P304 Amendment4 


05 Feb 2021 


31 Mar2023 


31 Jan 2024 


mRNA-1273-P903_ Moderna COVID-19 
Safety protocol v3.1 
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Study Number, 


Protocol Links 


Title,and 
Categories 
Status 

Authorisation 
Sa fety of SARS- 
CoV-2 mRNA- 
1273 Vaccinein 
the US: Active 
Surveilla nce, 
Signa | 
Refinementand 
Self-Controlled 
Risk Interval 
(SCRI) Signa 1 
Eva luation in 
Hea lth Verity 


Study status: 
Ongoing 


Study mRNA- 
1273-P904 
Post- 
Authorization 
Active 

Surveilla nce 
Safety Study 
Using Secondary 
Data to Monitor 
Real-World 
Safety of the 
mRNA-1273 
Vaccine in the 
EU 


Study status: 
Ongoing* 


Summary of 

Objectives 
additionalevaluation 
of AESI (including 
myocarditis and 
pericarditis) and 
emerging va lidated 
sa fety signals. The 
study has3 core 
objectives: 
-Estima tion of 
background rates for 
AESI and other 
outcomes in the cohort 
-Assessment of 
observed versus 
expected rates 
-Self-controlled risk 
interva lanalyses for 
adverse events that 
meet specific threshold 
criteria 


The overarching 
research questionof 
this study: Is the 
occurrence of each 
adverse eventof 
specialinterest (AESI) 
amongpersons 
vaccinated with 
Spikevax in Europe 
higher than the 
occurrence of that 
AESI that would have 
been expected in the 
same population in the 
absence of Spikevax? 
Primary objective: 

- To assess whether 
vaccination with 
Spikevax (by dose 
numberwhere feasible 
and forany dose) is 
associated with 
increased rates of the 
AESI comparedwith 
the expected rates 
overa lland stratified 
by country, sex, and 


Safety Concerns 
Addressed 

enhanced disease 
(VAED) including 
vaccine-associated 
enhanced respira tory 
disease (VAERD) 
Long-term safety 
AESI and emerging 
valida ted sa fety 
signa ls 


Milestones 


Interim updates 


Final study report 


Myocarditis 
Pericarditis 
Vaccine-associated 
enhanced disease 
(VAED) including 
vaccine-associated 
enhanced respira tory 
disease (VAERD) 
Long-term safety 
Use in fra ilsubjects 
with unstable health 
conditions and co- 
morbidities (e.g., 
chronic obstructive 
pulmonary disease 
(COPD), dia betes, 
chronic neurological 
disea se, 
cardiovascular 
disorders) 

Use in subjects with 
autoimmune or 
inflammatory 
disorders 


Interim Updates 


Final study report 


Due Dates 


somission | oo 


30 Apr 2021, 
31 Jul2021, 
31 Oct 2021, 
31 Jan 2022, 
30 Apr2022, 
31 Jul2022, 
31 Oct 2022, 
31 Jan2023 


30 Jun 2023 


P904 Update Protocolforstudy P904 


Protocol 30 Jun 2021 
submission 


30 Sep 2021, 
31 Mar2022, 
30 Sep 2022, 
31 Mar2023 


31 Dec 2023 
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Study Number, Protocol Links 


Title,and 
Categories Summary of Safety Concerns 
Status Objectives Addressed Milestones Due Dates 


age group. 

Secondary objective: 

- To assess whether 
vaccination with 
Spikevax is associated 
with increased rates of 
the AESI compared 
with the expectedrates 
in subpopulations of 
interest: women of 
childbearingage, 
patients who are 
immunocompromised, 
patients previously 
diagnosed with 
COVID-19 infection, 
patients with unstable 
health conditions and 
comorbidities,and 
patients with 
autoimmune or 
inflammatory disorders 


Study mRNA- The overarching Use in pregnancy Study mRNA-1273-P905 — Updated 
1273-P905 research questionis: is Protocol for study P905 
Monitoring safety there a grea terrisk or 
of COVID-19 prevalenceof Protocol 30 Jun 2021 
Vaccine Moderna) pregna ncy submission 
in pregnancy: an| complications,adverse Interim updates 31 Mar2022, 
observational pregnancy outcomes,o 4 30 Sep 2022, 
study using adverseneonatal 31 Mar2023 
routinely collected outcomes following 
health datainfivd pregnancies exposed td Final study report | 31 Dec 2023 
European Spikevax compared 
countries with pregnancies 

unexposed to 
Study status: Spikevax? 
Ongoing* Primary objectives: 

- To determine whethe 

exposure to the 

Moderna COVID-19 

vaccine during 

pregna ncy is associated 

with an increased risk 

of: 

a. Pregnancy 

complications 

b. Adverse pregnancy 

outcomes 
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Study Number, 


Title,and 
Categories 
Status 


Study mRNA- 
1273-P901 
Real-world study 
to evaluate 
mRNA-1273 
effectivenessand 
long-term 
effectiveness in 
the U.S. 


Study Status: 
Ongoing 


Summary of 
Objectives 

c. Majorcongenital 
ma lformations in the 
offspring(overalland 
organ-specific if 
feasible) 
d. Adverse neonatal 
outcomes 


Secondary objectives: 
- To describe utiliza tio 
of COVID-19 Vaccine 
Moderna in pregnanc 


Primary Objectives 

1. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventingCOVID-19 
dia gnosis 

2. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventingsevere 
COVID-19 disease 


Secondary Objectives 
1. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventing COVID-19 
diagnosis by ageand 
by sex 

2. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventingCOVID-19 
diagnosis by 
race/ethnicity groups 
3. To evaluatethe 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventingCOVID-19 
dia gnosis in 
individuals with 


Protocol Links 


Safety Concerns 


Addressed Due Dates 


Milestones 


Ka iser Real World Effectiveness Protoco 
immunocompromised | - P901 Kaiser RWE P901 
subjects Protocol Amend 3_Final_17Dec2021 


Interaction with other | Protocol 01 Mar2021 

oo erties ei Interim updates 14 Sept 2021, 
conditions and co- 14 Dec 2021, 
morbidities (e.g., 14 Mar2022, 
chronic obstructive 30 Jun 2022, 
pulmonary disease 31 Jul2022, 
(COPD), dia betes, 14 Dec 2022, 
cardiovascular 14 Jun 2023 
sean: 14 Dec 2023 
Use in subjects with 

autoimmune or 14 Apr2025 
inflammatory 

disorders 


Final study report 
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Protocol Links 


Study Number, 
Title,and 
Categories 
Status 


Summary of 
Objectives 
chronic diseases (e.g., 
chronic kidney disease, 
lung disease including 

chronic obstructive 
pulmonary disease 
[COPD] and asthma, 
diabetes) 

4. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventingCOVID-19 
dia gnosis in 
individuals who are 
immunocompromised 
(e.g., HIV, cancer, 
transplant, 
immunosuppressive 
medications) 

5. To evaluate the 
effectiveness of 2 
doses of Moderna 


COVID-19 vaccine in 


preventingCOVID-19 
dia gnosis in 
individuals with 
autoimmune 
conditions (e.g., 
rheumatoid arthritis, 
inflammatory bowel 
disea se, psoriasis, 
psoria tic arthritis, 
multiple sclerosis, 
systemic lupus 
erythematosus) 

6. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventingCOVID-19 
dia gnosis in fra il 
individuals 

7. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventingCOVID-19 
diagnosis in pregnant 
women 


Safety Concerns 
Addressed 


Milestones 
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Protocol Links 


Study Number, 
Title,and 
Categories 
Status 


Summary of 
Objectives 

8. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventingCOVID-19 
dia gnosis among 
individuals with a 
history of COVID-19 
dia gnosis 
9. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventingCOVID-19 
dia gnosis when given 
concomitantly with 
another vaccine 
10. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventing 


asymptomatic 
COVID-19 


11. To evaluate the 
effectiveness of 2 
doses of Moderna 
COVID-19 vaccine in 
preventing 
symptomatic 
COVID-19 

12. To evaluate the 
durability of 2 dosesof 
Moderna COVID-19 
vaccine in preventing 
COVID-19 diagnosis 
13. To evaluate the 
durability of 2 dosesof 
Moderna COVID-19 
vaccine in preventing 
severe COVID-19 
disea se 

14. To evaluate the 
effectiveness of 1 dose 
of Modema COVID- 
19 vaccine in 
preventingCOVID-19 
dia gnosis 

15. To evaluate the 


Safety Concerns 
Addressed 


Milestones 
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Protocol Links 


Study Number, 


Title,and 
Categories 
Status 


mRNA-1273- 
P910 

Natura lhistory 
and clinical 
outcomes of 
vaccine 
associated 
myocarditis 


Study status: 
Planned* 


mRNA-1273- 
P911 
Long-term 
outcomes of 
myocarditis 
following 


administrationof 


SPIKEVAX 
(COVID-19 


vaccinemRNA) 


Study status: 
Planned 


mRNA-1273- 
P919 


An observational 


study to assess 
maternaland 


infantoutcomes 


following 
exposure to 


Spikevax during 


pregna ncy 
Study status: 
Planned 


Summary of 
Objectives 
effectiveness of 1 dose 

ofModerna 
COVID-19 vaccine in 
preventingsevere 
COVID-19 disease. 


Characterize natural 
history of and risk 
factors form yocarditis 
temporally associated 
with Moderna 
COVID-19 vaccination 
in children and young 
adults 


The overarchinggoal 
of this study is to 
characterize long-term 
outcomes of 
myocarditis tempora ly 
associated with 
administrationof 
elasomeran 
(SPIKEVAX). 


To assess whether the 
rate of pregnancy 
complications, adverse 
pregna ncy outcomes, 
or adverse neonatal 
outcomes is associated 
with prenatalexposure 
to Spikevax. 


Safety Concerns 
Addressed 


Myocarditis 


Use in pregnancy 


Milestones 


Protocol 
submission 


Interim report 


Final study report 


Protocol 
submission 


Interim report 


Final study report 
Protocol 
submission 

Study completion 


Final study report 
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26 Apr 2022 


30 Aug 2022 
31 Jan2023 
30 Jun 2023 
31 Jan2024 
30 Jun 2024 
31 Jan 2025 


30 Jun 2025 


30 Apr 2022 


31 Oct 2022 
31 Oct 2023 
31 Oct 2024 
31 Oct 2025 
31 Oct 2026 
31 Oct 2027 


31 Oct 2028 


28 Oct 2022 
30 Sep 2023 


31 Mar2024 


* Study protocols willbe adapted to stratifythe results by Spikevax and Spikevaxbivalents (bothOrigina I/Omicron 
BA.1 and BA.4-5), and to report onthe progress and eventualupdates in the submissions of theinterim results 
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Annex 3 — Protocols for Proposed, Ongoing, and Completed Studies inthe Pharmacovigilance 
Plan 


Table of contents 


PartA: Requested protocols of studies in the Pharmacovigila nce Plan, submitted forregula tory reviewwith this 
updated version of the RMP 


Not Applicable 


PartB: Requested amendments of previously approvedprotocols of studies in the PharmacovigilancePlan, 
submitted forregulatory review with this updated version of the RMP 


Not Applicable 


Part C: Previously agreed protocols for ongoingstudies and finalprotocols not reviewed by the competent authority 


Table 109: Previously Approved Protocols for Proposed, Ongoing, and Completed 
Studies in the Pharmacovigilance Plan 


mRNA-1273-P301 6 Jan 2021 EMEA/H/C/00579 1/SOB/010 (ongoing) | Study mRNA-1273- 
ae Ake P301—ProtocolmRNA- 
(Approved within the initial MAA) (273-PS01 Amendment 
= 
mRNA-1273-P203 23 Jun 2022 EMEA/H/C/00579 1/SOB/040 (ongoing)| Study mRNA-1273- 
P203 — Protocolv5.0— 
(Approved within RMPv4.0-11/62) | 3574202 
DMID - 20-0003 6 Jan 2021 EMEA/H/C/005791/MEA/0007 DMID-— 20-0003 
(Completed) 16.1.1 Protocoland 
a ies ProtocolAmendments 
(Approved within the initialMAA) 


mRNA-1273-P201 29 Oct 2021 EMEA/H/C/005 791/MEA/0008 Study mRNA-1273- 
oe P201 —mRNA-1273- 
(Approved within procedure P201 Protocol 
EMEA/H/C/005791/11/34) Amendmiena -38 
(Completed) Apr2 021 (v2.0) 
mRNA-1273-P304 24 Mar2022 EMEA/H/C/005791/MEA7/0006.2 Study mRNA-1273- 
P304 — ProtocolmRNA- 
1273-P304 Amendment 
4 
mRNA-1273-P903 11 Nov 2021 EMEA/H/C/005 791/MEA/0003.3 mRNA-1273- 
P903 Moderna COVID- 
19 Safety protocol v3.1 
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mRNA-1273-P904 27 Jan 2022 EMEA/H/C/005791/MEA/0004.4 Other Study Reports, 
sequ 0167, Protocol 
v1.2 clean 

mRNA-1273-P905 16 Sep 2021 EMEA/H/C/005791/MEA/0034.1 Study mRNA-1273- 
P905 — Updated 
Protocolforstudy P905 


mRNA-1273-P901 28 Apr2022 EMEA/H/C/005791/MEA/0009.1 Other Study reports — 
P901 KaiserR WE P901 
Protocol Amend 
3_ Final 2021-12-17 
mRNA-1273-P204 3 Mar2022 EMEA/H/C/005791/11/004 1 Study mRNA-1273- 
P204 — Protocol and 
Amendment 1 to 5 


Table 110: Final protocols not reviewed or not approved for Proposed, Ongoing, and 
Completed Studies in the Pharmacovigilance Plan 


mRNA-1273-P301 Not applicable EMEA/H/C/005791/0000 Not applicable 
EMEA/H/C/005791/SOB/010 
(ongoing) 

mRNA-1273-P203 Not applicable EMEA/H/C/005791/SOB/040_ | Not applicable 


DMID - 20-0003 Not applicable EMEA/H/C/005791/MEA/0007| Not applicable 
mRNA-1273-P201 Not applicable EMEA/H/C/005791/MEA/0008) Not applicable 


mRNA-1273-P304 Not applicable EMEA/H/C/005791/MEA/0006 Not applicable 
mRNA-1273-P903 29 Apr2022 EMEA/H/C/005791/MEA/0003} Protocol mRNA-1273-903 


mRNA-1273-P904 Not applicable EMEA/H/C/005791/MEA/0004 Not applicable 
mRNA-1273-P905 Not applicable EMEA/H/C/005791/MEA/0034 Not applicable 
mRNA-1273-P901 Not applicable EMEA/H/C/005791/MEA/0009) Not applicable 
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mRNA-1273-P204 29 Apr2022 EMEA/H/C/005791 /11/0067 ProtocolmRNA-1273-204 
(submitted with 6 months to 5- 
year varia tion) 
mRNA-1273-P910 26 Apr2022 MEA/H/C/005791/MEA/0065 Sr 


m 
mRNA-1273-P205 30 Jun 2022 EMEA/H/C/00579 1/MEAstobe | ProtocolmRNA-1273- 
lloca ted by EMA P205 (Amendment 7) 


RNA- E 
RNA-1273-P911 29 Apr2022 EMEA/H/C/005791/MEA/0066 es 
RNA- 
a 
mRNA-1273-P919 Not applicable (to be | EMEA/H/C/00579 1/MEAstobe | Not applicable 
submitted as per alloca ted by EMA 
proposed date) 


ModemaTX, Inc. 

EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 

Origina l/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 
Annex 4 — Specific Adverse Drug Reaction Follow-Up Forms 
Follow-Up Forms 

COVID-19 / Vaccine Failure Questionnaire 


Myocarditis / Pericarditis Questionnaire 
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moderna 


oo nc fl el ces MCN: 
Supplemental Follow-up Questions for Reports of Suspected/Confirmed COVID-19 Events with the use 
of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 


Patient DOB/Age: 
Reported Event(s): 


Please provide details of allSARS-CoV2 testing performed: Unknown [O Not done O 
Qualitative/ 
Titer Results, 
if applicable 
O Positive-detected 


LJ Negative-not detected 


O Positive-detected 
O Negative-not detected 


O Positive-detected pO 


O Negative-not detected 


O Positive-detected 
O Negative-not detected 


**k** 


Did the patient have any ofthe following high-risk medical conditions prior to COVID-19 diagnosis? 


| Condition | | if yes, please specify: 

ardiovascular disease O No Start date: 

O Yes | Diagnoses: 
hronic respiratory conditions O No Start date: 

Ol Yes | Diagnoses: 
Diabetes O No Start date: 

O Yes Diagnoses: 

O No Start date: 

Ol Yes | Diagnoses: 


IV/AIDS O No Start date: 
O Yes 


Other immune-deficiency O No Start date: 
onditions/immunosuppressive medications | [ yes | Diagnoses/Indications: 


iver-related conditions O No Start date: 

O Yes | Diagnoses: 

Obesity (BMI 2 30) O No Start date: 
O Yes Most recent BMI, if known: 

Other-—specify: O No Start date: 

O Yes | Diagnoses: 


Did any of the conditions above worsen during COVID-19 illness? O No O Yes -Please describe: 


Page|1 Version 2 
05 January 2021 


moderna 


Sn ee eka MCN: 
Supplemental Follow-up Questions for Reports of Suspected/Confirmed COVID-19 Events with the use 
of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 
Patient DOB/Age: 
Reported Event(s): 


Please complete the table belowconcerning the patient’s vital signs at any medically attended clinic 
visits and/or during hospitalization: 


Did the patient have any measurements at rest of: |If yes, please provide the following details: 


a respiratory rate 2 30 per minute? O No Start date: End date: 
Yes __|Respiratory rate range: 

a heart rate 2 125 beats per minute? No Start date: End date: 
Yes  |Heartrate range: 

i No 

Yes 
No 
Yes 


O 
: O 
O 
air? O Oxygen saturation range: 
a systolic blood pressure <90 mmHgor 0 Start date: End date: 


KKK k 


Please indicate COVID-19 symptoms experienced by the patientin the table below: 


ONo O Yes | Duration (# of days): Ongoing? 
fee a Temperature max: Fahrenheit L/Celsius 
|Muscleaches | ONo OYes | Duration (# of days): Ongoing? O | 


Nasal congestion/ ONo (OYes | Duration (# of days) Ongoing? 
runny nose 


Loss oftaste LINo L1Yes | Duration (# of days) Ongoing? 
Loss of smell LINo O Yes | Duration (# of days) Ongoing? 


Other (specify): ONo (OO Yes | Duration (# of days) Ongoing? 


KKK K 


Diarrhea ONo (Yes | Duration (# of days) Ongoing? 


Nausea/vomiting ONo (OYes | Duration (# of days): Ongoing? L 


Did the patient have clinicaland/or radiographical evidence of pneumonia? 
No Yes — Please provide details with dates: 
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ne ie ss fe ee MCN: 
Supplemental Follow-up Questions for Reports of Suspected/Confirmed COVID-19 Events with the use 
of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 
Patient DOB/Age: 
Reported Event(s): 


Did the patient require non-invasive supplemental oxygen? 


CO No LJ Yes—Please provide details: 


Oxygen delivery method (nasal Oxygen delivery rateinL/hr | Start date End date 
cannula, high-flow face mask, etc) 


KK 


KKK 
(If patient was hospitalized) 
Did the patient require admission to an intensive care unit (ICU)? 


CO No LC] Yes—Ifyes, please provide date of admissionto ICU and length of stay: 


Date of ICU transfer/admission | Number of nights spent in ICU 


* KK 
(If patient was hospitalized) 


Did the patient require treatment with vasopressors? 
LINo LJ Yes- Please provide details: 


Medication Start date Stop date Ongoing 
dd/mmm/yyyy | dd/mmm/yyyy 


* KK 


(If patient was hospitalized) 
Did the patient require respiratory ventilator supportor ECMO? 
O No [O Yes—Please provide details with dates: 
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Al NP Ol oR eS lee MCN: 
Supplemental Follow-up Questions for Reports of Suspected/Confirmed COVID-19 Events with the use 
of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 
Patient DOB/Age: 
Reported Event(s): 


During their illness, did the patient exhibit signs or symptoms of new/worsening dysfunction in any 
ofthe following categories? **see additional instructions below table for any “Yes” responses: 


Multiorgan failure? ONo O Yes Start date: 
End date: 


Gastrointestinal dysfunction? Start date: 
Hepatic dysfunction ONo O Yes End date: 
Abdominal pain ONo O Yes 

Other- specify: ONo O Yes 


Acute renal dysfunction? ONo O Yes Start date: 
End date: 


Neurologic dysfunction? Start date: 
Encephalopathy ONo O Yes End date: 
Convulsions/seizures ONo O Yes 

Meningitis ONo O Yes 

Altered level of consciousness ONo O Yes 

Other- specify: ONo O Yes 

Respiratory dysfunction? Start date: 
Acute respiratory distress syndrome (ARDS) ONo O Yes End date: 
Acute respiratory failure ONo O Yes 
Dyspnea/tachypnea ONo O Yes 

Other — specify: ONo O Yes 

Acute cardiac injury? Start date: 
Myocardial infarction ONo O Yes End date: 
Arrhythmia ONo O Yes 

Heart failure ONo O Yes 

Myocarditis, pericarditis ONo O Yes 


Stress cardiomyopathy ONo O Yes 
Microangiopathy ONo O Yes 
Other — specify: ONo O Yes 


(continued on next page) 
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Al NP Ol oR eS lee MCN: 
Supplemental Follow-up Questions for Reports of Suspected/Confirmed COVID-19 Events with the use 
of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 
Patient DOB/Age: 
Reported Event: 


During their illness, did the patient exhibit signs or symptoms of new/worsening dysfunction in any 
ofthe following categories? **see additional instructions below table for any “Yes” responses: 


Hematologic/Vascular disorders? Start date: 
Deep vein thrombosis End date: 
Pulmonary embolus 

Cerebrovascular stroke 

Limb ischemia 


Hemorrhagic disease 


Thrombocytopenia 

Other — specify: 

Dermatologic disorders? Start date: 

Erythema multiforme End date: 

Single organ cutaneous vasculitis 

Chillblain-like lesions 

Other — specify: 
**If yes to any, please describe the clinical course and provide details of supporting 
laboratory/diagnostic investigations (medical records/additional pages can be attached, if needed): 


Please provide the following laboratory test details: 
Test Type/Name Completed? | If yes, date collected with results including units and 
reference ranges (records may be attached, if needed): 
Lymphocytes (i.e. O Yes Date(s): 
CD4, CD8 counts) CI No Results with units: 


O Unknown | Normal range: 


Cytokines O Yes Date(s): 
O No Results with units: 


O Unknown | Normal range: 


Procalcitonin O Yes Date(s): 
CI No Results with units: 
C Unknown | Normal range: 
Erythrocyte O Yes Date(s): 
sedimentation rate O No Results with units: 
C Unknown | Normal range: 


(continued on next page) 
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one ss fe ee MCN: 
Supplemental Follow-up Questions for Reports of Suspected/Confirmed COVID-19 Events with the use 
of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 
Patient DOB/Age: 
Reported Event: 


Test Type/Name Completed? | If yes, date collected with results including units and 
reference ranges (records may be attached, if needed): 
C-reactive protein Date(s): 


Results with units: 


Date(s): 
Results with units: 


Lactate Date(s): 
dehydrogenase (LDH) Results with units: 


Date(s): 
Results with units: 


Date(s): 
Results with units: 


PT/INR, PTT Test Name/Date(s): 
Results with units: 


PaO2/FiO2, PaCO2 Test Name/Date(s): 
Results with units: 


Venous/Arterial Test Name/Date(s): 
blood pH Results with units: 


Histopathology/ [O Yes Date(s): 
immunopathology of | O No Results: 
organs involved O Unknown 
Diagnostic Imaging O Yes 

(Magnetic Resonance | [] No 

Imaging, Computed CO Unknown 
Tomography, 

Ultrasound, doppler) 

Other relevant O Yes 

results (attach O No 


additional pages, as CJ Unknown 
needed) 


Page | 6 Version 2 
05 January 2021 


moderna 


a MCN: 
Supplemental Follow-up Questions for Reports of Potential/Confirmed Myocarditis/Pericarditis with the 
use of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 
Patient DOB/Age: 
Reported Event(s): 


Please provide the following additional information to the best of your knowledge and return with the 
general vaccine adverse eventreport form. When providinga date as part ofyour response, please be as 
accurate as possible. You may attach additional pages and notes, as needed. 


Please indicate below whether the patient currently has, or has had in the past, any of the following 
cardiovascular conditions. If any apply, please provide the additional details requested. 


Start date(s) | Stop date(s) | Details of illness, including treatment 
with start and stop dates (medications, 
surgeries, and other procedures) 

Myocarditis O No 
O Yes 
O Unk O Ongoing 


Pericarditis O No 
O Ongoing 


O Yes 
O Unk 
Hypertension O No 
O Yes 
O Unk 
Thrombosis (blood clots) | O No 


— e.g. pulmonary O Yes 
embolism, deep vein O Unk 
thrombosis (DVT), etc. 


Myocardial infarction O No 
(heart attack) O Yes 
O Unk 
Coronary artery disease | O No 
O Yes 
O Unk 
Otherheartorvascular | O No 
condition -specify: O Yes 


O Ongoing 
O Ongoing 


O Ongoing 
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O Unk 


Cardiac arrythmia (e.g. O No 
atrial fibrillation (afib), | O Yes 
tachycardia (SVT), etc.) 


moderna 


su teen nit sa ee ca a MCN: 
Supplemental Follow-up Questions for Reports of Potential/Confirmed Myocarditis/Pericarditis with the 
use of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 
Patient DOB/Age: 
Reported Event(s): 


Does the patient havea history of any of the following conditions? 
Condition 

Bacterial Infections in the last 6 Start date: 
months (e.g. Streptococcal Diagnosis: 
(Strep) or Staphylococcal (Staph) Treatment with dates: 
infections) 

Date recovered: 
Viral Infections in the last 6 Start date: 
months (COVID-19, Influenza Diagnosis: 
(Flu), Parvovirus, Enterovirus Treatment with dates: 
(Cocksackie virus), etc.) 

Date recovered: 
Fungal Infections in the last 6 Start date: 
months (e.g. yeastinfections Diagnosis: 
(Candida), Aspergillus, Treatment with dates: 
Histoplasma, etc.) 

Date recovered: 
Tick-borne disease (Lyme Start date: 
disease, Ehrlichiosis, Babesiosis, Diagnosis: 
etc.) Treatment with dates: 


Autoimmune disorders (e.g. Start date: 

systemic lupus erythematosus Diagnosis: 

(SLE), Sjogren’s syndrome, giant Treatment with dates: 
cell arteritis, rheumatoid 

arthritis, mixed connective tissue 

disease, rheumatic fever, etc.) 


Start date: 
Treatment with dates: 


Current status of disease: 


Use of Immunosuppressant Start date: 

medications Medication: 
Condition treated: 
Stop date: 


(continued on next page) 
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MCN: 


Supplemental Follow-up Questions for Reports of Potential/Confirmed Myocarditis/Pericarditis with the 


Patient Initials/Gender: 
Patient DOB/Age: 
Reported Event(s): 


use of Moderna’s COVID-19 vaccine (mRNA-1273) 


[Condition | Ifyess, please specify: 


Start date: 
Diagnosis: 
Treatments with dates: 


Radiation and/or 
Chemotherapy treatment 


EKK 


Current status of disease: 


Start date: 


Type of treatment & how often: 


Condition treated: 
Stop date: 


Please describe the patient’s participation in sports or other strenuous physical activities (include type of 


activity, how often, and when they last participated): O Unknown [O No sports/strenuous activities 


* kK 


Please check all symptoms experienced surrounding the events, provide onset dates, and how long each 
lasted/duration. Ifstill ongoing, please note “ongoing” for the duration. 


C New onset chest 
pain/pressure 
Start date: 


Duration: 

O Shortness of breath 
Start date: 

Duration: 

LI Sudden, excessive 


sweating 
Start date: 


Duration: 
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LJ) Cough 
Start date: 


Duration: 


CO Weakness 
Start date: 


Duration: 
C Nausea, vomiting, or 


diarrhea 
Start date: 


Duration: 


O Abnormal tiredness 
Start date: 


Duration: 


LJ Swelling in feet/ankles 
Start date: 


Duration: 

LJ Shoulder/upper back 
pain 

Start date: 


Duration: 


C Abdominal pain 


Start date: 


Duration: 


O Dizziness/Fainting 
Start date: 


Duration: 


O Palpitations/Irregular 
heart beats 


Start date: 


Duration: 
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MCN: 


Supplemental Follow-up Questions for Reports of Potential/Confirmed Myocarditis/Pericarditis with the 
use of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 


Patient DOB/Age: 
Reported Event(s): 


Please provide details of any treatment for the potential/confirmed myocarditis/pericarditis diagnosis: 


Treatment Dose/ Start Date Stop Date 
Frequency 


KKK 


Please provide details for the following physical and diagnostic exams: 


Physical Exam 


Erythrocyte 


sedimentation rate 


(sed rate, ESR, 


CK-MB 


C-reactive protein 
(CRP) 


O Yes 
O No 
C Unknown 


O Yes 
O No 
CJ Unknown 
O Yes 
O No 
CJ Unknown 
O Yes 
O No 
LJ Unknown 
O Yes 
O No 
CJ Unknown 
O Yes 
O No 
CJ Unknown 
O Yes 
O No 
CJ Unknown 


If yes, date collected with results including units and reference 
ranges (records may be attached, if needed): 
Pulsus Paradoxus: L] No [O Yes-—If yes: 

Expiratory SBP ; Inspiratory SBP 


Pericardial friction rub: LJ Yes LJ No 
Other abnormal findings: 


Date(s): 

Results with units: 
Normal range: 
Date(s): 

Results with units: 
Normal range: 
Date(s): 

Results with units: 
Normal range: 
Date(s): 

Results with units: 
Normal range: 
Date(s): 

Results with units: 
Normal range: 
Date(s): 

Results with units: 
Normal range: 


(continued on next page) 
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a MCN: 
Supplemental Follow-up Questions for Reports of Potential/Confirmed Myocarditis/Pericarditis with the 
use of Moderna’s COVID-19 vaccine (mRNA-1273) 


Patient Initials/Gender: 
Patient DOB/Age: 
Reported Event(s): 


Completed? | If yes, date collected with results including units and reference 
ranges (records may be attached, if needed): 


O No 
O Unknown 


Electrocardiogram 
(EKG) 


Echocardiogram 


O Unknown 


Magnetic 
Resonance Imaging | [] No 
(MRI)/Cardiac MRI | C] Unknown 


Computed 
Tomography/CT 


scan O Unknown 


Pericardial/ 
Endomyocardial O No Results: 


biopsy O Unknown 
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Annex 5— Protocols for Proposed and Ongoing Studies in RMP Part IV 


Not applicable. 
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Annex 6 -— Details of Proposed Additional Risk Minimisation Activities 


Not applicable. 
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Annex 7 — Other Supporting Data (Including Referenced Material) 


Not applicable 
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Annex 8 — Summary of Changes to the Risk Management Plan Over Time 


Version| Approval date Change 
Procedure Number 


Not applicable Initial version 

Enter approval date at time of Safety concerns: 
authorisation Not applicable. 

Procedure Number: Notapplicable Pharmacovigilance Plan: 
Not applicable. 


Post-authorisation efficacy plan: 
Not applicable. 

Risk minimisation measures: 
Not applicable. 

Annexes: 

Not applicable. 


Not applicable Safety concerns: 
Enter approval date at time of - Re-categorised ‘Anaphylactic reactions including 
authorisation anaphylaxis’ from important potential risk to important 
Procedure Number: Notapplicable identified risk. 
- Renamed important potential risk from ‘Vaccine associated 
enhanced respiratory disease’ to ‘Vaccine-associated 
enhanced disease (VAED) including vaccine-associated 
enhanced respiratory disease (VAERD)’ 
- Added Missing information (Use in fra il participants with 
unstable health conditions and co-morbidities; and Use in 
participants with autommmuneor inflammatory disorders) 
- Renamed Missing information from ‘Immunogenicity n 
subjects with immunosuppression’ to ‘Use in participants 
with immunosuppression’ 
- Removed Missing information ‘Long-term effectiveness’ 
and ‘Use in paediatrics’. 
Pharmacovigilance Plan: 
The details have been updated tomeettherequest in Part III.1 
(Specific adverse reaction follow-up questionnaires for 
mRNA-1273; Signa I detection; Potential medication errors 
and Traceability). 
The list of studies has been updated to address the safety 
concerns in Part II.2 and Part II.3. 
Post-authorisation efficacy plan: 
No changes made. 
Risk minimisation measures: 
Part V.1 updated for safety concerns in alignment with 
Module SVIII and text as per the information available in 
SmPC and PL. 
Part V.3 aligned as perupdate in Part V.1; andupdated list of 
studies addressing the safety concerns. 
Annexes: 
Annexes numberingand content updatedas perGuidanceon 
the formatof the risk management plan (RMP) in the EU— 
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Version | Approval date Change 
Procedure Number 
in integra ted format’ (EMA/16401 4/2018) (rev 2). 
| haentrattoxsamnexTievebemupaid, 
Not applicable Pharmacovigilance Plan: 
Enterapprovaldate attimeof The list of studies has been updated to meet the safety 
authorisation concerns toa ddress the sa fety concerns in Part II.2 and Part 
Procedure Number: Notapplicable 1.3. 
Study milestones andplanningforinterim reports have been 
added. 
Post-authorisation efficacy plan: 
Not applicable. 
Risk minimisation measures: 
Part V.1 updated for safety concerns in alignment with 
Module SVIII and text as per the information available in 
SmPC and PL. 
Part V.3 aligned as perupdate in Part V.1; andupdated list of 
studies addressing the safety concerns. 
Annexes: 
Annexesnumbering and content updated as per Guidanceon 
the format ofthe risk management plan (RMP) in the EU — 
in integra ted format’? (EMA/164014/2018) (rev 2). 
Annex 2, Annex 4, Annex 7 have been updated and Annex 1 
and Annex 8 added. 


0.4 Not applicable Pharmacovigilance Plan: 
Enterapprovaldate attimeof Study milestones and pla nning for interim reports havebeen 
authorisation updated in part III. 2, part II.3, and part V.3. Study protocol 
Procedure Number: Notapplicable title were also amended for one study. 

Post-authorisation efficacy plan: 

Not applicable. 

Risk minimisation measures: 

Part V.1 updatedto align with SmPC numberingof sections 
4.5 and 4.6. 

Part V.3 aligned as perupdate in Part V.1; andupdated list of 
studies addressing the safety concerns. 

Annexes: 

Annex 2 and Annex7 (Vaccinationcard) have beenupdated. 

1.0 06 January 2021 Safety concerns: 

Enterapprovaldate attimeof Safety concerns were renamed to align with Agency’s 
authorisation request 
Procedure Number: H0005791 Populations Not Studied in Clinical Trials: 
Pregnancy and Breastfeeding updated sections to align with 
SmPC. 
Important Identified Risk 
Risk/consequence in the use in pregnancy and while 
breastfeeding section updated to align with SmPC. 
Pharmacovigilance Plan: 
Traceability: text for the vaccination card was updated. 
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Version| Approval date Change 
Procedure Number 
Annexes: 
Annex 4 — Anaphylaxis-targeted questionnaire was added 


and COVID-19 questionnaire was updated; 
Annex 7 — Vaccination card was included. 


Approvaldate: 11 May2021 Update EU QPPV name 

Procedure number: Additional Pharmacovigilance Activities— Table 32 

EMEA/H/C/00579 1/IB/0005 Summary Table of Additional Pharmacovigilance 
Activities - Table 33 
Annex 2: Tabulated Summary of Planned, Ongoing and 
Completed Pharmacovigilance Study Program— Table 
45 
Update Interim CSR Submission for Phase I, Open-Label, 
Dose-Ra nging Study of the Safety a nd Immunogenicity of 
2019-nCoV Va ccine (mRNA-1273) in Healthy Adults 
Update Protocol Submission for A Post-Approval Active 
Surveillance Safety Study Using Secondary Data to Monitor 
Real-World Safety of the mRNA-1273 vaccine in the EU 


Approvaldate: 03 August 2021 Part II.2 Additional Pharmacovigilance Activities 
Updated the narrative description of immunogenicity study 
Procedure number: in immunocompromised adults and the long-term 
EMEA/H/C/00579 1/11/0020/G effectiveness study because of administra tive change from 
“planned” to “ongoing” status. 
Additional Pharmacovigilance Activities — Table 32 


Updated administrative information for the following 
studies: 


mRNA-1273-P201 

mRNA-1273-P301 

Safety and immunogenicity in immunocompromised 
adults 

mRNA-1273-P901 


Summary Table of Additional Pharmacovigilance 
Activities - Table 33 
Updated administrative information for the following 
studies: 
mRNA-1273-P201 
mRNA-1273-P301 
Safety and immunogenicity in immunocompromised 
adults 
mRNA-1273-P901 


Annex 2: Tabulated Summary of Planned, Ongoing and 
Completed Pharmacovigilance Study Program -— Table 
45 

Updated administrative information for the following 
studies: 


mRNA-1273-P201 
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Version | Approval date Change 
Procedure Number 


mRNA-1273-P301 

Sa fety andimmunogenicity in immunocompromised 
adults 

mRNA-1273-P901 


Approvaldate: Not approved Replaced COVID-19 Vaccine Moderna with Spikevax. 
Procedure number: Part I: Products Overview 


(version 1.3 andapprovedv2.3 merged | partII: Module SIH: Clinical Trial Exposure 

to create version 3.0) Upda tedwith mRNA-1273-P204 data. 
PartIl: Module SIV: Populations NotStudiedin Clinical 
Trials 
Updated paediatric information. 
Part: Module SVH: Identified and Potential Risks 
Replaced text in sections SVII.1 and SVII.2 with not 
applicable. 
PartI: Pharmacovigilance Plan 
Updated text describing the routine pharmacovigilance 
activities. 
IncludedmRNA-1273-P204asa Category 3 study. 
Updated mRNA-1273-P903 and mRNA-1273-P904 details 
including study status, study objectives, and study 
populations. 


Part V.3 Summary of Risk Minimisation Measures 
Added mRNA-1273-P204as ana dditional PV activityfor the 


relevantsafetyconcerns. 
Replaced study titles with study numbers form RNA-1273- 
P903 and mRNA-1273-P904. 


Part VI Summary of the Risk Management Plan 

Added mRNA-1273-P204 as anadditional PV activityfor the 
relevant safety concerns and as another study in the post- 
authorisationdevelopmentplan. 

Replaced study titles with study numbers formRNA-1273- 
P903 andmRNA-1273-P904 and updated the purpose ofthe 
studies. 

Annex 2: Tabulated Summary of Planned, Ongoing and 
Completed Pharmacovigilance Study Program 

Annex 2 - Included mRNA-1273-P204 and updated details 
formRNA-1273-P903 and mRNA-1273-P904 as per Pa tt II 
update 

Annex 7 — Removed references relating to text in Module 
SVII sections SVII.1 and SVII.2 


Annex 8 — Updatedto reflect the changes madeto the RMP. 


Approvaldate: Not approved This RMP version 2.0 has been updated primarily to add 
new data from Study mRNA-1273-P203andother program 
and diseaseinformation and data learned sinceprevious 
versions of the RMP. Significantadditions by RMP Module 


include: 


Procedure number: 
EMEA/H/C/00579 1/0/0022 
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Version | Approval date Change 
Procedure Number 


PartII: Module SII 

Updates to toxicology studies. 

PartII: Module SIII 

Addition of Phase2/3 Study mRNA-1273-P203 data. 
PartII: Module SIV 

Updated with informationfrom Study mRNA-1273-P203, 
mRNA-1273-P204, a nd mRNA-1273-P304. 

PartII: Module SV 

Updated with cumulativedata as of 30 April2021. 
PartII: Module SVII 

Addition of Phase 2/3 Study mRNA-1273-P203 data 
(reactogenicity) and updates to important identified and 
potential nsks and missing information sections. 
Administrative changesand studies milestones updates, 
includingup dates related to the ex tension of indication to 
adolescents (12 years a nd above). 

PartIV 

Reference to Annex5. 

PartV 

Administrative changesbasedon updates to Parts Il and III 
of the Risk ManagementPlan. 

Part VI 

Updates based onupdates toParts I andIII ofthe Risk 
ManagementPlan. 

Part VII 

Annex 2 —Milestoneupdates 

Annex 5 — addition of theprotocolsynopsis forStudy 
mRNA-1273-P901 

Annex 7 — addition of thereference Shimabukuro et al. 
2021 

Annex 8 — updated to reflect the changes made tothe RMP. 


Approvaldate: Not approved This RMP version 2.1 has been updated primarily to add 
myocarditis and perica rditis as important identified risks. 
Procedure number: Significa nt additions by RMP Module include: 
EMEA/H/C/00579 1/11/0028 PartI 
Updated exposure data and case/eventsummaryasof3 1 May 
2021. 
PartII: Module SVII.2 
Added Myocarditis and Perica rditis as important identified 
risks. 
Part II: Module SVII.3 
Added Myocarditis and Perica rditis as important identified 
risks (Table 30, Table 33) 
Part II: Module III.1 
Added information about the myocarditis and pericarditis 
questionnaires. 
Part II: Module III.1 
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Version | Approval date Change 
Procedure Number 


Added myocarditis and pericarditis in Table 35 as safety 
topics. 

Part II: Module II.2 

Added assessment of myocarditis and pericarditis as 
objectives to relevant studies (Table 37). 

Part II: Module II.3 

Added assessment of myocarditis and pericarditis as 
objectives to relevant studies (Table 38). 

Part V: Module V.1 

Added myocarditis and pericarditis to Table 39 as routine 
risk minimisation activities. 

Part V: Module V.3 

Added myocarditis and pericarditis to Table 40 as 
pharmacovigila nce activities and risk minimisation mea 
sures. 

Part VI: Module II.A 

Added myocarditis and pericarditis to Table 41 as important 
identified risks. 

Part VI: Module II.B 

Added new Table 43 and Table 44 to include myocarditis and 
pericarditis, respectively, a s importantidentified risks. 
Part VI: Module II.C 

Added assessment of myocarditis and pericarditis as 
objectives to relevant studies. 

PartVII: Annex 2 

Added assessmentof myocarditis and pericarditis toTable 52 
as objectives to relevant studies. 

PartVII: Annex 7 

Added references relatedto myocarditis andpericarditis. 
PartVII: Annex 8 

Updated to reflect the changes madeto theRMP. 


Approvaldate: Not approved Partl: Product Overview 
Indication extension in adolescent population and editorial 
Procedure number: Not submittedto updates 


EMA. Part I: Module SI: Epidemiology 
Details updatedthrough30 June 2021 


PartIl: Module SHI: Clinical Trial Exposure 

Update of Phase 2/3 Studies data (Study 20-0003, mRNA- 
1273-P201, mRNA-1273-P203, mRNA-1273-P204, mRNA- 
1273-P304 and mRNA-1273-P301). 

PartIl: Module SV: Post-authorizationexperience 
Updated with cumulative data through 30 June 2021. 

Part Il: Module SVII: Identified and potentialrisks 
Myocarditis and Pericarditis included as new Important 
Identified Risk. Updated the post-mark etingdata through 30 
June 2021 forrisk characterisation. 


Part I: Module SVIII: Summary of the Safety Concerns 
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Cha nges madeas perModule SVII 

Partl: Pharmacovigilance Plan: 

Updated details formRNA-1273-P905, Study mRNA-1273- 
P304, mRNA-1273-P904, and mRNA-1273-P901. 
Administrative changes and studies milestones and study 
status updates, including updates related to the extension of 
indication to a dolescents (12 years and above). 

PartIV: Plans for Post-authorisation Efficacy Studies 
mRNA-1273-P90 | study updated. 

Part V: Risk Minimisation Measures 

Added details on Direct Healthcare Professional 
Communication (DHPC) for important identified risk of 
myocarditis / pericarditis. 

Administrative changes based on updates to Parts II and III 
of the Risk ManagementPlan. 

Part VI: Summary of the Risk Management Plan 
Administrative changes and Updates based on Parts I through 
V of the Risk Management Plan. 

Part VII: Annexes: 

Annex 2 — Studies milestones, summary of objectives and 
status updates as per Part III update. 

Annex 4 — Updated to include the Myocarditis and 
Pericarditis Specific Adverse Drug Reaction Follow-Up 
Forms 

Annex 6 — Updated with DHPC (on myocarditis and 
pericarditis) details 

Annex 8 — updated to reflectthe changes made tothe RMP. 


Approvaldate: 10 February 2022 PartI: Product Overview 
Editorialupdates to Table 1 

Procedure number: Merged versionof | PartII: Module SI: Epidemiology 

the RMP submitted for Deta ils of vaccine and medicinal product indica tion and 

EMEA/H/C/005791/11/0022 and approvals updated 

EMEA/H/C/005791 /11/0028 PartII: Module SII: Clinical Trial Exposure 
Update to clinical trialexposure. 
PartII: Module SV: Post-authorization experience 
Provided rationale fornot includingvaccine distribution data 
stra tified by sex, age, or vaccine type. 
PartII: Module SVII: Identified and potential risks 
Administrative removal of content only applicable to initial 
RMPsubmission. 
Added myocarditis and pericarditis a s important identified 
risks. 
The qualifier of “(with or without pericarditis)” was removed 
in relation to myocarditis. Language describing the causal 
association betweenSpikevaxand myocarditis was refined. 


Part II: Module SVIII: Summary of the Safety Concerns 
Cha nges made as perModule SVII 
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Part: Pharmacovigilance Plan: 
Updated details for Study 20-0003, mRNA-1273-P201, 
mRNA-1273-P203, mRNA-1273-P301, mRNA-1273-P304, 
mRNA-1273-P901, mRNA-1273 -P903, Study mRNA-1273- 
P904, mRNA-1273-P905. Added mRNA-1273-P9 10. 
Part V: Risk Minimisation Measures 
Descriptions of routine risk minimisation measures were 
harmonized. Administrative changes based on updates to 
Parts II and III of theRisk Management Plan. 
Part VI: Summary of the Risk Management Plan 
Administrative changes and Updates based on Parts I through 
V of the Risk Management Plan. 
Part VII: Annexes: 
Annex | — Updated title. 
Annex 2 — Studies milestones, summary of objectives and 
status updates as per Part III update. 
Annex 3 — Added relevant information 
Annex 6 — Updated to “Notapplicable.” 
Annex 8 — updated to reflect the changes made to the RMP 
and administratively. 


Approvaldate: 02 March2022 PartI: Products Overview 
Procedure number: Updated product details. 


EMEA/H/C/005791 /11/004 1 Part I: Module SI: Epidemiology 
(versions 1.3 and 2.3 merged to create | Details updated through 31 December 2021. 


version 3.0) Part II: Module SII: Clinical Trial Exposure 
Upda ted mRNA-1273-P204 data. 


Part II: Module SIV.3: Limitations in Respect to 
Populations Typically Under-Represented in Clinical 
Trial Development Program 

Updated paediatric information. 

Part II: Module SV: Post-authorisation experience 
Updated with cumulative data through3 1 December2021. 
Part II Module SVII.2: New Safety Concerns and 
Reclassification Witha Submissionof an Updated RMP 
Updated to affirm no newsafety concerns identified from 
mRNA-1273-P204. 

PartIII: Pharmacovigilance Plan 

Included mRNA-1273-P204asa Category 2 study. 

Part V.3 Summary of Risk Minimisation Measures 
Added mRNA-1273-P204as ana dditional PV activityfor the 
relevantsafetyconcerns. 

Part VI Summary of the Risk Management Plan 

Added mRNA-1273-P204 as anadditional PV activityfor the 
relevant safety concerns and as another study in the post- 
authorisationdevelopmentplan. 

Part VII: Annexes: 

Annex 2 — Included mRNA-1273-P204 asper Part III update 
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Annex 3 — Includedm RNA-1 273-P204as per Part IIT update. 
Updated to present study protocols as previously approved 
protocols or final protocols not reviewed by the competent 
authority. 

Annex 7 — Removed references relatingto deleted text in 
Module SVII sections SVII.1 and SVII.2 

Annex 8 — Updatedto reflect the changes madeto the RMP. 


Approvaldate: 23 June 2022 Upda tedmRNA-1273 toelasomeran. 


Procedure number: PartI: Products Overview 
EMEA/H/C/005791/11/0062 Upda tedINN to elasomeran. 


Part II: Module SI: Epidemiology 

Minorupdates to figure numbers. 

PartIl: Module SHI: Clinical Trial Exposure 

Updated mRNA-1273-P203 and mRNA-1273-P304 data. 
Part II Module SVII Identified and Potential Risks 


Modules SVII.2 and SVII.3 updated to remove anaphylaxis 
as an important identified risk. 

Part II Module SVIII: Summary of the Safety Concerns 
Removeda naphylaxis asanimportant identified risk. 
PartIII: Pharmacovigilance Plan 

Removed anaphylaxis questionnaire. 

Updated study milestones formRNA-1273-P301, 
mRNA-1273-P203,mRNA-1 273-P201,mRNA-1273-P901, 
and mRNA-1273-P910. 

Added study mRNA-1273-P911. 

Removeda naphylaxis as a safety concern from applicable 
studies. 

Removedinteraction with other vaccines from study 
mRNA-1273-P904. 

Part V: Risk Minimisation Measures (Includin 
Evaluation of the Effectiveness of Risk Minimisation 
Activities) 

Removeda naphylaxis asanimportant identified risk. 
Remove interaction with other vaccines from studymRNA- 
1273-P904. 

Added study mRNA-1273-P911 for myocarditis. 

Updated study milestones form RNA-1273-P301, 
mRNA-1273-P203, and mRNA-1273-P201. 

Part VI Summary of the Risk Management Plan 
Removeda naphylaxis as anim portantidentifiedrisk. 
Added study mRNA-1273-P911 formyocarditis. 
Removedinteraction with other vaccines as a sa fety concern 
forstudy mRNA-1273-904. 

Part VII: Annexes: 

Annex 2 — Updated studymilestones form RNA-1273- 
P301,mRNA-1273-P203, mRNA-1273-P201,mRNA- 
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1273-P901, mRNA-1273-P9 10, added study m RNA-1273- 
P911,andremoved anaphylaxis and interaction with other 
vaccines as safety concerns from applicable studies as per 
Part III update. 

Updated study protocols form RNA-1273-P203,Study 
mRNA-1273-P901andmRNA-1273-P304. 

Annex 3 — Updated the study protocoldetails formRNA- 
1273-P203, mRNA-1273-P304, mRNA-1273-P204, 
mRNA-1273-P901, mRNA-1273-P903, mRNA-1273-P904, 
and mRNA-1273-P910; and added mRNA-1273-P911. 
Annex 4 — Removed anaphylaxis questionnaire. 

Annex 8 — Updatedto reflect the changes madeto the RMP. 


Approvaldate: Not approved Upda ted mRNA-1273 toelasomeran. 

Procedure number: PartI: Products Overview 

EMEA/H/C/005791/11/0067 Updated product details in relation to extension of indication 

to individuals 6 months of age and older. 

Jpdated product details to include the 0.10 mg/mL 

ispersion for injection supplied as a multidose vial and 

ssociated strengths andposology. 

Jpdated the MAH addressandpharmacotherapeutic group. 

Jpdated INN to elasomeran. 

art II: Module SI: Epidemiolo 

Jpdated with cumulativedata through 15 February 2022. 
artII: Module SIII: Clinical Trial Exposure 

Jpda tedm RNA-1273-P204 data. 

Part II: Module SIV.3: Limitations in Respect to 

Populations Typically Under-Representedin Clinical 

Trial Development Program 

Updated paediatric information. 

Part II: Module SV: Post-authorisation experience 

Updated with cumulative data through 15 February 2022. 

Part II Module SVIIL2: New Safety Concerns and 


Reclassification With a Submission of an Updated RMP 
Updated to affirm no new safety concerns identified from 


mRNA-1273-P204. 

PartIII.1 Routine Pharmacovigilance Activities 
Updated the Summary of Safety Report (SSR) information. 
Part VI Summary ofthe Risk ManagementPlan 
Updated indication to include individuals 6 months of a ge 
and older. 


Updated to referto elasomeran. 
Part VII: Annexes: 
Annex 8 — Updatedto reflect the changes made tothe RMP. 


Approvaldate: 01 September2022 PartI: Products Overview 
Procedure number: Updated to include Spikevax bivalent Origina I/Omicron 
EMEA/H/C/005791 /11/0075/G BA.1. 


Updated INNto include elasomeran/imelasomeran. 
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Updated Spikevax boosterdosage to 12 years ofage. 
Updated Spikevax dosage and qualitative and quantitative 
composition in line with the updatedSmPC. 

Updated the pharmacotherapeutic group and MAH address 
in line with the currently approved SmPC. 

Part II: Module SI: Epidemiology 

Updated to provide further information about the Omicron 
variant. 

PartIl: Module SIII: Clinical Trial Exposure 

Clinica | tria lexposure formRNA-1273-P205 added. 
Clinical trial exposure for mRNA-1273-P201 (Part B) 
updated. 

PartII: Module SV — Post-Authorisation Experience 
Updated toinclude a DLP of 15 April2022 for the post- 
authorisation exposure data. 

Part II Module SVII Identified and Potential Risks 
Modules SVII.2 updated toa ffirm no new sa fety concerns 
identified with Spikevax bivalent. 

PartI: Pharmacovigilance Plan 

Study mRNA-1273-P205 added asa Category 2 study to 
further characterise long-term sa fetyof Spikevax bivalent. 
Removed study mRNA-1273-P902and added mRNA-1273- 
P919as a Category 3 study to further characterise use in 
pregnancy. 

Studies mRNA-1273-P904, mRNA-1273-P905 and mRNA- 
1273-P910 updated to include exposure to Spikevax bivalent. 
Part V: Risk Minimisation Measures (Includin 
Evaluation of the Effectiveness of Risk Minimisation 
Activities) 

Study mRNA-1273-P205 added for long-term safety. 
Removed study mRNA-1273-P902 and added study mRNA- 
1273-P919 foruse in pregnancy. 

Part VI Summary of the Risk Management Plan 
Spikevax bivalent Origina l/Omicron BA.1 andthe INN 
elasomeran/imelasomeran added. 

Study mRNA-1273-P205 added for long-term safety. 
Removed study mRNA- 1273 -P902 and added study mRNA- 
1273-P919 foruse in pregnancy. 

Part VII: Annexes: 

Annex 2—mRNA-1273-P205 addedas perPart III update. 
Removed mRNA-1273-P902andadded mRNA-1273-P919 
as perPa rt III update. 

Studies mRNA-1273-P904, mRNA-1273-P905 andmRNA- 
1273-P9 1 0Oupdated to includeexposure to Spikevax 
bivalentas per Part III update. 

Annex 3 — Study protocoldetails form RNA-1273-P205 
added. 
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Removedstudyprotocoldetails formRNA-1273-P902 and 
added study protocoldetails formRNA-1273-P919. 
Updated study protocoldetails formRNA-1273-P203. 
Annex 7 — Added references. 

Annex 8 — Updatedto reflect the changes made tothe RMP. 


Approval date: Not approved PartI: Products Overview 

Procedure number: Not applicable — Updated to include Moderna COVID-19 Vaccine, Bivalent 
USA Only (mRNA-1273.222). 

Partl: Module SHI: Clinical Trial Exposure 

Updated to add clinical trial exposure formRNA-1273-P205 
relatingto Moderna COVID-19 Vaccine, Bivalent. 
PartI: Pharmacovigilance Plan 

Updated study mRNA-1273-P205 to further characterise 
long-term safety of Moderna COVID-19 Vaccine, Bivaknt. 
Part VI Summary of the Risk Management Plan 
Added Moderna COVID-19 Vaccine, Bivalent. 

Part VII: Annexes: 

Annex 8 — Updatedto reflect the changes madeto the RMP. 


Approval date: Not approved PartI: Products Overview 
Procedure number: Not applicable — Updated to include Moderna COVID-19 Vaccine, Bivalent 
USA Only (mRNA-1 273.222). 
Partl: Module SHI: Clinical Trial Exposure 
Updated clinical study exposure form RNA-1273-P203 (Part 
C)as 50 ugSpikevax booster vaccine in this study. 
Updated clinical study exposure for mRNA-1273-P204 
(Booster dose Phase) as 25 ug Spikevax booster vaccine in 
this study. 
Part VI Summary of the Risk Management Plan 
Added Moderna COVID-19 Vaccine, Bivalent (mR NA- 
1273.222). 
Part VII: Annexes: 
Annex 8 — Updatedto reflect the changes made tothe RMP. 


Approval date: Not approved PartI: Products Overview 
Procedure number: Updated indication and posology in line with the current 
EMEA/H/C/00579 1/11/0083/G SmPC. 


Part Il: Module SI: Epidemiology 

Updated indication in line with the current Sm PC. 

Part: Module SHI: Clinical Trial Exposure 

Updated clinicalstudy exposure formRNA-1273-P203 (Part 
C)as 50 ugSpikevax booster vaccine in this study. 
Updated clinical study exposure for mRNA-1273-P204 
(Booster dose Phase) as 25 ug Spikevax booster vaccine in 
this study. 

Part Il Module SVII Identified and Potential Risks 
Module SVII.2 updated to affirm no new safety concems 
identified with Spikeva xbooster in children 6 years to <12 
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years of age. 

PartI: Pharmacovigilance Plan 

Updated milestone for study mRNA-1273-P203. 

Part VI Summary ofthe Risk ManagementPlan 
Updated indication in line with the current SmPC. 

Part VII: Annexes: 

Annex 2 — Updated milestone formRNA-1273-P203asper 
Part III update. 

Annex 7 —Removedreferences. 

Annex 8 — Updatedto reflect the changes made tothe RMP. 


Approvaldate: 06 October2022, PartIIl: Pharmacovigilance Plan 
Procedure number: Reclassified category 2 studies mRNA-1273-P301,mRNA- 
EMEA/H/C/005791/R/0074 1273-P203 and mRNA-1273-P204 as category 3 studies. 
Part VI Summary of the Risk Management Plan 
Moved mRNA-1273-P301, mRNA-1273-P203 and mRNA- 
1273-P204 from Section II.C.1 Studies Which are Conditions 
of the Marketing Authorisation to Section II.C.2 Other 
Studies in Post-Authorisation Development Plan. 
Part VII: Annexes: 
Annex 2 — Reclassified category 2 studies mRNA-1273- 
P301, mRNA-1273-P203 and mRNA-1273-P204 ascategory 
3 studies as per Part III update. 
Annex 8 — Updatedto reflect the changes made to the RMP. 


Approval date: Not approved PartI: Products Overview 
Procedure number: Updated to include SpikevaxbivalentOnginal/Omicron 
EMEA/H/C/005791/11/0085/G(versions | BA.4-5 (mRNA-1273.222). 
4.2 and 5.0 mergedwith the additionof| Add INNdavesomeran for OmicronBA.4-5. 
Spikevax bivalent Origina 1/Omicron | y 
BA.4-5 indica tionand otherchanges to 
: P 
create version 6.0) 


pdatedindicationandposology in line with the SmPC. 


art II: Module SI: Epidemiology 
Updated indication in line with the SmPC. 
PartIl: Module SIII: Clinical Trial Exposure 
Updated to addclinicaltrialex posure form RNA-1273-P205 
rela ting to Spikevax bivalent Origina l/Omicron BA.4-5. 
Added clinicaltria lexposure data forPart C ofstudymRNA- 
1273-P201. 
Updated the status of study mRNA-1273-P201 from an 
ongoing to a completed study. 
PartIl Module SVII Identified and Potential Risks 
Module SVII.2 updated torefer to Spikevax bivalent 
Origina Omicron BA.4-5. 
Module SVII.2 updated to affirm no new safety concerns 
identified with Pa rtC of completed studymRNA-1273- 
P201. 
PartIIl: Pharmacovigilance Plan 
Updated study mRNA-1273-P205to furthercharacterise 
long-term safety of Spikevax bivalent Origina I/Omicron 
BA4-5. 
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Reclassified category2 studies mRNA-1273-P301, mRNA- 
1273-P203, andmRNA-1273-P204 as category 3 studies. 
Reclassified category2 studymRNA-1273-P205asa 
category 3 study. 

Updated milestone for study m RNA-1273-P203. 

Updated studiesmRNA-1273-P904, mRNA-1273-P905 and 
mRNA-1273-P910 to include exposure to Spikevax 
bivalents (both Origina l/Omicron BA.1 and BA.4-5). 
Removed completed study mRNA-1273-P201. 

Part V: Risk Minimisation Measures (Includin 
Evaluation of the Effectiveness of Risk Minimisation 
Activities) 

Removedcompletedstudy m RNA-1273-P201 asan 
additionalpharmacovigila nceactivityfrom therelevant 
safety concerns. 

PartVI Summary of the Risk Management Plan 

Added Spikevax bivalent Origina /Omicron BA.4-5. 
Moved mRNA-1 273-P301, mRNA-1273-P203, andmRNA- 
1273-P204 from Section II.C.1 Studies Which are 
Conditions ofthe MarketingAuthorisationto Section II.C.2 
Other Studies in Post-Authorisation Development Plan. 
Moved mRNA-1273-P205 from Section I.C.1 Studies 
Which are Conditions ofthe Marketing Authorisation to 
Section II.C.2 Other Studies in Post-Authorisation 
DevelopmentPlan. 

Removed completed study mRNA-1273-P201. 

Part VII: Annexes: 

Annex 2 — Updated study mRNA-1273-P205to further 
characterise long-term safety of Spikevax bivalent 
Origina Omicron BA.4-5 as per Part II update, 
Reclassified category 2 studies mRNA-1273-P301, mRNA- 
1273-P203, and mRNA-1273-P204 as category 3 studies as 
per Part II update. 

Reclassified category2 studymRNA-1273-P205asa 
category 3 studies as per Part II] update. 

Updated studies mRNA-1273-P904, mRNA-1273-P905 and 
mRNA-1273-P910 to include exposure to Spikevax 
bivalents (both Origina I/Omicron BA.1 andBA.4-5). 
Updated milestoneformRNA-1273-P203 as per Part II 
update. 

Updated the status of studymRNA-1273-P201 from 
ongoing to completed. 

Annex 8 — Updatedto reflect the changes made to the RMP. 


Approvaldate: Pending PartI: Products Overview 

Procedure number: Updated product details in relation to extension of 
EMEA/H/C/005791/11/0083/G indicationto individuals 6 months ofa ge andolder. 
(versions 4.1,4.5 and 6.0mergedto Updated the indicationandposology for Spikevaxbivalent 
create version 6.1) Original/Omicron BA.1 forindividuals 6 years ofage and 
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older. 

Updated the indicationand posology for Spikevax bivalent 
Origina l/Omicron BA.4-5 forindividuals 6 years ofa ge and 
older. 

Upda ted product details to includethe 0.10 mg/mL 
dispersion forinjectionsupplied as a multidose vialand 
associated strengths and posology. 

Part I: Module SI: Epidemiology 

Updated indication to include individuals 6 months ofa ge 
and older. 

Updated indication for Spikevaxbivalent Origina I/Omicron 
BA.1 forindividuals 6 years of age and older. 

Updated indication for Spikevaxbivalent Origina /Omicron 
BA.4-5 forindividuals 6 years of age and older. 

Details updated through 17 September 2022. 

Part Il: Module SIII: Clinical Trial Exposure 

Updated clinicaltria lexposure formRNA-1273-P203 (Part 
C). 

Updated clinica Itria lexposure formRNA-1273-P204 
(Booster dose Phase). 

Upda tedm RNA-1273-P204 data. Updated DMID-20-0003 
toa completed study 

Part I: Module SIV Populations not studied in clinical 
trials 

Updated paediatric information. 

PartII: Module SVI Identified and Potential Risks 
Module SVII.2 updated to affirm nonew safetyconcems 
identified from mRNA-1273-P204. 

Module SVII.2 updated to affirm no new safety concerns 
identified with Spikeva xbooster in children 6 years to< 12 
years of age and to refer to the extrapolation ofdata from 
adults to populations < 18 years to support the use of 
Spikeva x bivalent Origina I/Omicron BA.1 in children 6 
through 11 years. 

PartI: Pharmacovigilance Plan 

Updated the Summary of SafetyReport (SSR)information. 
Updated study milestones and objectives for study mRNA- 
1273-P203 

Updated study milestones form RNA-1273-P9 10 
Removed completed study 20-0003 

Part VI: Summary of the risk management plan 
Updated indication to include individuals 6 months of age 
and older. 

Updated the indication for Spikevax bivalent 
Original/Omicron BA.1 forusein individuals 6 years of age 
and older. 

Updated the indication for Spikevax bivalent Origina 
Omicron BA.4-5 foruse in individuals 6 years of 


ModernaTX, Inc. Page 167 
EU Risk Ma nagementPlan forSpikevax, Spikevax bivalent 
Origina I/Omicron BA.1, and Spikevax bivalent Origina I/OmicronBA.4-5 


Version | Approval date Change 
Procedure Number 


age and older 

Part VII: Annexes 

Annex 2 — 

Upda tedm RNA-1273-P203 milestoneas per PartIII 
update. 

Updated to change status of study DMID-20-0003 to 
completed 

Annex 7 —Removedreference tothe patientcard and 
updated references. 

Annex 8 — Updatedto reflect the changes madetothe RMP. 


Approval date: Not approved PartI: Products Overview 

Procedure number: Not applicable — Updated to include the proposed indication for Moderna 
USA Only COVID-19 Vaccine, Bivalent (Origina land Omicron 
BA.4/BA.5) in children 6 months of ageand older. 
Updated to includethe proposed posology for Moderna 
COVID-19 Vaccine, Bivalent (Origina land Omicron 
BA.4/BA.5) forchildren 6 months through 5 years of age. 
Updated to include US specific vaccine information in line 
with the Packa ge Insert and EUA Factsheets. 


Part I: Module SI: Epidemiology 

Updated to includethe indications for the US vaccines. 
Part IT: Module SII: Clinical Trial Exposure 
Updated clinicaltria lexposure formRNA-1273-P204 
(Booster dose Phase). 

Part I: Module SIV Populations not studied in clinical 
trials 

Updated paediatric information. 

Part II: Module SVII Identified and Potential Risks 
Updated to includeanaphylaxis as animportantidentified 
risk as perthe previous request of the FDA. 

Module SVII.2 updated to affirm no new safety concerns 
identified with Spikevax boosterin children 6 months to <6 
years of age and to referto theextra polation of data from 
adults to populations <18 years to support theuse of 
Spikevax bivalent booster dose formulations including 
Omicron-containin gbivalent variant vaccines in this age 
group. 

Module SVII.2 updated torefer to theinclusion of 
anaphylaxis as an important identified risk in this RMP as 
per the previous request of the FDA. 

Part: Pharmacovigilance Plan 

Updated to includeanaphylaxis with the relevantstudies. 
Part V: Risk Minimisation Measures (Including 
Evaluationof the Effectiveness of Risk Minimisation 
Activities) 

Updated to includeanaphylaxis as animportantidentified 
risk as perthe previous request of the FDA. 


Part VI: Summary of the risk management plan 
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Updated with US specific vaccine information in line with 
the Package Insert andEUA Factsheets includingthe 
proposed indication forModerna COVID-19 Vaccine, 

Biva lent (Origina | and Omicron BA.4/BA.5). 

Updated to ncludeanaphylaxis as animportantidentified 
risk as perthe previous request of the FDA. 

Part VII: Annexes 

Annex 2 — Updated toincludeanaphylaxis with therelevant 
studies as per Part III update. 

Annex 8 — Updatedto reflect the changes made tothe RMP. 


Approvaldate: Pending PartI: Products Overview 

Procedure number: Updated product details in relation to extension of 
EMEA/H/C/00579 1/11/0083/G(version | indicationto individuals 6 months ofa ge andolder. 

6.1 updatedto create version 6.3) Updated the indication andposology for Spikevax bivalent 
Original/Omicron BA.1 forindividuals 6 years ofage and 
older. 

Jpdated indication and posology for Spikevax bivalent 
Origina l/Omicron BA.4-5 forindividuals 12 years ofage 
and older. 

Updated product details to include the 0.10 mg/mL 
dispersion forinjection supplied as a multidose vialand 
associated strengths and posology. 

Part I: Module SI: Epidemiology 

Updated indication to include individuals 6 months ofa ge 
and older. 

Updated indication for Spikevax bivalent Origina I/Omicron 
BA.1 forindividuals 6 years of age and older. 

Updated indication for Spikevax bivalent Origina I/Omicron 
BA.4-5 forindividuals 12 years of age and older. 

Details updated through 17 September 2022. 

PartIl: Module SIII: Clinical Trial Exposure 

Updated clinica Itrialexposure form RNA-1273-P203 (Part 
C). 

Updated clinica Itria lexposure formRNA-1273-P204 
(Booster dose Phase). 

Upda tedmRNA-1273-P204 data. 

Upda ted DMID-20-0003 to a completed study. 

Part I: Module SIV Populations not studied in clinical 
trials 

Jpdated paediatric information. 

Part: Module SVH Identified and PotentialRisks 
Module SVII.2 updated to affirm no new safety concerns 
identified from mRNA-1273-P204. 

Module SVII.2 updated to affirm no newsafety concerns 
identified with Spikevaxbooster in children 6 years to<12 
years of age and to refer to the extrapolation ofdata from 
adults to populations <18 years to support the use of 
Spikevax bivalent Origina l/Omicron BA.1 in children 6 
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through 11 years. 

PartIII: Pharmacovigilance Plan 

Updated the Summary of Safety Report(SSR)informa tion. 
Updated study milestones and objectives for study mRNA- 
1273-P203. 

Updated study milestones form RNA-1273-P9 10. 
Removed completed study 20-0003. 

Part VI: Summary of the risk management plan 
Updated indication to include individuals 6 months of a ge 
and older. 

Updated the indication for Spikevax bivalent 
Original/Omicron BA.1 forusein individuals 6 years of age 
and older. 

Updated the indication to include Spikevax bivalent 
Origina l/Omicron BA.4-5 foruse in individuals 12 years of 
age and older. 

Part VII: Annexes 

Annex 2 — 

Upda tedmRNA-1273-P203 milestoneand objectives as per 
Part III update. 

Updated milestones form RNA-1273-P9 10 as perPa rt II 
update. 

Updated to change status of study DMID-20-0003 to 
completed. 

Annex 7 —Removedreference tothe patient card and 
updated references. 

Annex 8 — Updatedto reflect the changes madeto the RMP. 


